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January 31, 2003

Missouri Statc Board of Pharmacy

¢/0 Kevin Kinkade, Executive Director
P.O. Box 625

Jefferson City, MO 65102

Re:  Proposed Rule 4 CSR 220.2,200 Sterile Pharmaceuticals
Members of the Missouri Board of Pharmacy:

The International Academy of Compounding Pharmacists (IACP) appreciates the opportunity to
commcnt on the Missouri Board of Pharmacy's proposed rule “4 CSR 220-2.200 Sterile
Pharmaceuticals.” [ACP is an international, non-profit association rcpresenting pharmaceutical
compounding. TACP represents pharmacists who prepare customized medications according to a
physician’s specifications to mect unique patient needs. 1ACP's mission includes increasing
awarcnoss of the impartance of compounding by providing accurate information on the benefits
of compounding and providing assistance to pharmacists in improving their compounding
activitics. Tn this capacity, IACP wishes to address a number of concerns with these regulations.
TACP submits thesc comments on behalf of its Missouri members, who will be directly impacted
by these rcgulations, and additionally their patients, who benefit from compounded medications.

Initially, IACP belicves that the Missouri Board of Pharmacy's entire approach to the regulation
of sterile pharmaceutical compounding is fundnmcntally flawed in that it places primary
emphagis and dependence on end-product rcstmg As w:H be dcmonqtmted throughout these
cCOMMCNtS, e ettest Pl S KEH ), et :

etfective for assunng product quahty With mmmns of dollnrs ot stakc» fot both phamac:cs and
patients, IACP recommends that the Missouri Board of Pharmacy consider an alternative
approa.ch to the regulation of sterile products — the implementation of syst¢matic process
controls.' Such an approach will be more efficient, cconomical, and effective for ensuring
product quality and patient safoty.

‘Pharmaciutical experts contend that the imegmtion of systematic process controls in 4
compounding pharmacy is the ideal means of assuring product quality. “*Systematic process
control’ is defined as validated policies, procedurcs, and processes that are used to consistently
produce products of the highest quality.”' " Systematic process controii include:

' For a comprehensive discussion of the merits and implementation of systeimatic process conirols for sterile
pharmacy compounding operntions, pleass vreftrence the lollowing articles:
* Kastango ES, Douglass K. Improving the Management, Qperations, and Cost Fffecrivencss of Sterile-
Product Compounding. Inrernational Journal of Fharmuceutical Compounding. 1999; 3: 252-258.
" Kastango ES, Douglass K. Quality Assurance for Sterile Products. Infernarional Journal of
Pharmaceutical Compounding. 2001; 5; 246-253,
We have included u cupy of these articles for your reference.
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¢ Compliance with operating policies, procedures and processes and the documentation
gencrated from their execution;

» [nitial and ongoing cmployec education using didactic, practicuta and on-the-job training
strategies;

» Personncl controls such as proper handwashing, gowning and glovmg procedures and
successful aseptic technique validation; and

o Airsurface sampling tests of critical work argas.’”

Manitoring and evaluation of data gencrated from these operations can provide a comprehensive
picture of product quality and facility aptitude for sterile compounding operations.

Endorsement of systematic process controls would involve a greater emphasis on activities such
as personncl and process validation testing through media fills, equipment validation, and
chivironmental quality sampling. 1f praces&es are executed accurately, the Missouri Board of
Pharmacy and the pharmacy preparing sterile products should have a high degree of confidence
in the final product quality. As owtlined in Remington's Pharmaceutical Sciences.” there is a
much greater degree of uncertainty and inaccuracy involved in end-product testing than in
verifying accurate execution of processes.

in addition, “systematic process control relies on praspeetive data monitoring and collection
versus retrospective analysis such as end-product testing, The tesuits of end-product testing
(stenhry or quantitative anglysis) are generally not known prior to praduct release for paticnt
usc.” '* Further, systematic process controls allow for greater diagnostic capabilities in the event
an error does occur in a pharmacy operation. Process controls gnable the pharmacy to quickly
diagnose and correct potential problems in sterile compounding operations.

Finally,endorsemsnrof systematic process controls will greatly reduce costs to Missouri
pharmacies and patients. According to process control methudology, variables such as sterility,
pyrogenicity, and potency are dependent on proper execution of validated processes. Given
validatad processcs, product quality indicators such as sterility, pyrogenicity. and potency should
be intrinsic to the product. There would be no need to quantitatively test every batch or product
for accuracy. Quantitative end-product testing would instead be performed on a sampling basis,
as a double-checking mechanism. This would greatly reduce the amount of capital a pharmacy
would nood to invest in testing. Likewise, the costs of sampling distributed to patients would be
greatly reduced and could be cqually distributed among the pharmacy’s patients.

Overall, process validation is much more efficiont, economical, and indicative of product quality
than end-product testing. The Missouri Board of Pharmacy should consider adopting this
regulatory strategy for governing state sterile compounding operations.

' Osol A (ed). Remington's: Phurmaceutical Sciences. raston, PA: Mack Publis@ing Company. 1980° 16:
1460~1402,
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Specifig Issues

TACP has sevcral additional congerns with specific regulations that the Missouri Board of
Pharmacy has promulgated to govemn the compounding of sterile pharmaceuticals.

4 CSR 220-2.200 (1) “Definitions.™
JACP maintains a number of concerns with the definitions outlined in Part (1),

Initially, TACP beligves that the Missouri Board of Pharmacy's definition of “Compounding”
provided in Section (H) is too broad. As written, the compounding definition would include the
roconstitution or manipulation of FDA-approved, commercial products. Most applicable federal
and state definitions of compounding do not include reconstitution, manipulation, or sterile
admixture according to FDA-approved labeling. In fact, the Congressionally-endorsed definition
of compounding provided by the Food and Drug Administration Modemization Act of 1997
(FDAMA), which added Scction 303A to the Federal Food Drug nnd Cosmetic Act (FDCA),
specifically exemprs reconstitution, et al, of commaercial products from congideration as ¢lements
of compounding pharmacy practice. “...The term *compounding’ does notincluded mixing,
reconstituting, or other such acts that are performed in accordance with directions contained in
approved labeling provided by the product’s manufacturer and other manufacturer directions
consistent with that labeling.” Inclusion of practices (such as admixmure, reconstitution, and
other manipulations of conunercial products) that arc consistent with FDA<approved labeling in
the definition of compoundmg can introduce considerable confusion into teaditional pharmacy
practices, For cxamplc, cxpumnon dating of products becomos cxtremely complicated, as an
expiration date is the appropriate reference for FDA-approved products and a beyond-use date is
the appropriatc reference for compowunded products. As stated, the Missouri definition of
compounding conflatcs two distinct categories of products. Admixture, re¢onstitution, er other
manipulations of commercial products according to FDA-approved labeling should not be
included in the definition of compounding, The Missouri Board should clarify their definition of
compounding to exclude admixture, reconstitution and manipulation of commercial products,

Further, the phrasc “expiration date and time shall be assigned...” in the definition of
“Expiration Date” (Section (N)) implies a Board endorsement of assigning expiration dates to
compounded drug products. However, the term “expiration date” should not be used in reference
to compounded drug products or components, “Expiration date” is a term that should be used
exclusively in reference to manufiactured drug products, as dating is determined bascd on
differing methodologics and criteria for manufactured and compounded rhm'aplcﬂ *Beyond-usc
date” is the appropriate reference for a compounded mcdicanon The Missouri Board of

' FDAMA Section 503A was stuck down in Western States v. Tommy Thompson because advertising
restrictions in the regulations were found te be unconstitutional. This decigion does not jeopardize the
significance of Congressiona! langunge clearly distin guxshmg between compounding and reconstitution, ¢t
al. according to }-DA-appmved labeling.

*  “The beyond-use date is # defined period of time that starts me the original date the parenteral admixture
was made until it is deemed unacceptable for clinical use, after which the corapounded sterile product
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Pharmacy should recognize this distinetion in the definitions and throughout the proposed
regulations. In addition, TACP recommends adding a definition of “beyond-use date™ to Part (1)
for reference with compounded products, (See USP Chapter <795 for additional information
on beyond-use dating.) .

4 CSR 220-2.200 (7) Aseptic Technique and Product Preparation

Additionally, IACP maintains a number of concerns with the requirements outlined in Part (7)
*Ageptic Technique and Product Preparation,”

Initially, JACP is concerned that the Section (C) “Risk Level 3" statement, ""Nonstcrilc
componcnts must mect USP standards for identity, purity and endotoxin levels...,” would n.qum.
testing of bulk active phanmccutxc'tl mgmdtcnts In fact, the detinition of Quahty Control,®

well as process validation® and record keepmg requirements, scem to confirm testing
requirements (identity, purity, non-pyrogenicity and sterility) for ingredients and components of
sterile products. [ACP has several concems with component testing requirements.

To begin, pharmacies are generally not equipped with the equipment or skill ncecssary to 1est
bulk drugs for identity, purity, non-pyrogenicity, or stetility, TACP is aware that the Missouri
Board of Pharmacy discussed in meetings the use of Certificates of Analysis 1o saristy this
requirement. However, Certificates of Analysis often do not carry information on pyrogen level
or sterility of products, especially for non-sterilc components, The mabﬂtty of a Certificate of
Analysis to satisfy this requirement would force in-phartnacy or laboratory testing of all bulk
active pharmaceutical ingredients and excipients used in sterile compounding. Requiring testing
of active pharmaceutical ingredients or excipients would be extremely problematic. Ar the
outset, the cost of this testing would be prohibitive. Like end-product resting, in-house or
laburatory wsting for sterility, potency, and endotoxin level could cost as much as 5600 per
component, Component testing would immensely increase patient prescription costs.
Additionally, requiring this testing would hinder patient access to important therapies, as valid
test results require time to obtain — sometimes in excess of a week.

Furthermore, requiring retzting of ingredicnts or components would result in excessive repetition
and waste of funds. As written, the Missouri regulations require cnd-pmduct testing of all
products prepared from non-sterilo components, End-product testing results would verify

should not be used. ... The beyond-use dates may be assigned based on criterin different from those
applied o assigning the expiration dates 10 manufactured drug products. For example, a higher
consentration of drug mny be described: different diluenis or contuiner may be necessary; or the patient
may require the {Compounded Sterite Product (CSP)] for longer periods of time. ' {0 these instances, &
pharmacist must be consulted (o assertain & reusonublé exiension of the product’s beyond-use life outside
of the spproved package insert. 1o assigning u beyund-use date for a CSP, pharmacists should usc their
phannuceutical education and experience.” (USP Chapter <797>, “Pharmaceutical Compounding
Sterile Preparations™)

Part (1) “Definitions” Section (T

Part (8) “Process Validation” Section (C) “Risk Level 3

Pant (9) *“Record Kooping™ Scction (C) “Risk Level 37 (5)
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component quality, as the tinal product could not satisfy end-product tests without usc of quality
compomnents.  In addition, in-pharmacy or independent labomtory end-product testing for
sterility, potency, and endotoxin level can add more than $800° per campounded preseription.
Testing of companents would attach additional costs to every compounded prescription. 1
testing werc rcqu;rcd at the beginning and end of all sterile processes, the combined costs of
testing could increase to more than $1,000 per compounded product, with no added quality
benefit. These costs would render current and appropriate pharmaceutical care cost prohibitive,
as patients will not pay $1.000 for a vial of medication,

For the reasons presented above, the United States Pharmacopeia (USP) and other standard-
sctting organizations do not require pharmacics to test bulk active pharmacegurical ingredicnts or
excipients. Pharmacists should be able 1o satisfy any component vatidation requirements
through use of their professional judgment in selecting reputable sources of supply and through
inspeerion of a Certificate of Analysis, when applicable. Supplicrs are held accountable for
quality of active pharmaccutical ingredients through regulation according to Good
Manuficturing Practices (GMPs), as well as registration and inspection by FDA and applicable
Statc Departments of Llealth. The problematic statements identified previously should be revised
to eliminate reference to cornponent testing for ingredients used in sterile product preparation.

tACP maintains a second major concern with the Section (C) statement, “Nonsterile components
must meet USP standards for idcntity, purity and endotoxin levels....” While IACP agrees that it
is generatly better for pharmacists to use pharmacopoeial grade. mgrcdlents* in many cascs there
are no monographs outlining appropriate standards. In cases where there is not an official
standard for an ingredient, the pharmucist must rely on his/her professional judgment along with
an assessment of the Certificate of Analysis to evaluate the quality of the ingredicnt. LACP
recormmends revision of this regulation to allow pharmacists to satisfy the “USP standards”
requirement through reeciving from their immediate supphier dacums:manm accompanying the
drug, such as a Certificate of Analysis.

Further, there are two primary categories of bulk drugs: active ingredient and cxcipients.
References to “components” and “ingredients” throughout Scction (C) could be imempreted to
require testing of both active pharmaceutical ingredients and cxcipicnts, Componcnt validation
requirements should be limited to active pharmaccutical ingredients, as excipients often woe not
the subject of official monographs and validated testing methods. The Missouri Board of

¢ The Missouri Board of Phammacy estimates that end-product testing on every baich would cost
approxitately $805, LACH believes that this estimate may be insccurate. The Missouri Board, in it
Private Entity Cost Worksheet (see Page 17, January 2003 Missouri Register), estimates that pyrogenicity
testing would eost $30 per batoh. However, the Missouri Board also requives, in its end-pruduct
evaluation requirements, that pyrogenicity tesis comply with USP methads. The nsferenced $30 in-house
endotoxin testing kits do not sausly the stringent USP standards. To comply with USP methods for
endotoxin testing, pharmacies would be {urced 0 outsource endotoxin testing. Endowxm testing at

analytical laboratories costs appraximately $150 per sumple. Thus, end-product testing CoOsts on every

barch of sterile product prepared could increase Lo 85 wuch as $925.
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Pharmacy should replace all references to “compunents” with the phrase “active pharmaceutical
ingredient.”

4 CSR 220-2.200 (9) Record Keeping

The phrase, “Ingredient validation,” in Section (C) “Risk Level 3” Numbcr (5) is not defined.
This scetion requires pharmacists to keep records of “ingredient validation.” However, Missouri
regulations have not clcarly defincd what processes would satisfy this requirement. As outlined
in [ACP's comments on Section (7), ingredient validation should not include formal testing
requirements. Instead, cvaluation of product characteristics such as particle size and shape,
color, homogeneity. clarity, containgr weight variation, cte. using appropriate references and
standatds, such as a Certificate of Analysis, could pravide sufficient “ingredient validation” for
components or ingredients used in compounding. Regardless, the term “ingredient validation,”
as referenced in Section (C) Number (5), is inappropriate and needs to be modified or removed.

4 CSR 220-2.200 (11) Expiration Dating

As proviously discussed, the appropriate reference for 2 compounded medication is “beyond-use
date.” The Misgouri Board of Pharmacy needs to recognize this distinction throughout this

gection and the proposed regulations.’

In addition, LACP believes that the “laboratory testing” required in Section (C) “Risk Level 3" is
excessive. TACP belicves that this requirement places an unmecessary and unduly restrictive
burden on pharmacists. Initially, a defining characteristic of pharmaceutical compounding
practice is the ability to creatc a variety of formulations, dosages, and dosage forms to mact
unique patient needs. Thus, thers is tremendous varignce in the types of drug products produced
by compounded pharmagcists. On the other hand, manufacturcrs, 1o ensure 4 retum on their
investment, produce only a narrow range of chemical forms, dosage forms, strengths, flavors,
and packaging. The narrow scope of manufacturing allows manufacturets to perform extensive
testing on their products, However, the nature and scope of compounding makes exhaustive
testing prohibitive. 1t is neither feasible nor prudent to test every formulation, cvery dosage, and
every dosage form that a pharmacy compounds. Performing stability testing is beyond the scope
of traditional pharmacy practice and would require stability studies by mdapendcnt analyncat
laboratories. Testing costs for stability studies at independent laboratorics require a minimum
investrnent of approxxmatcly $10,000 per compounded formulation, Thus, the cost of this testing
would be prohibitive to both pharmacxcs and paticnts (as testing costs would likely be distributex!
to consumers). Further, requiring stability testing would hinder patient acgess to important
therapies, as stability testing usually requxres & minimum of ong to three months to perform.
Pharmacists do not usually receive prior notice on prescribed theeapics and certainly arc not
given months of advanced noticed to allow for extensive stahility testing on formulations. Thus,
stability testing, as mandated, would rosteict patiant access to crucial therapies and customized
medications.

*  Correction Nesded: Part ( 10) *Labeling™ Section {A) “Risk Level 1' (1) “Expirstion date™
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For this rcason, pharmacopocias sct standards for applying beyond-usc dates to compounded
medications. Ay indicwied previously in Footnote 4, beyond-usc dates should be assigned based
on data presented in peer-reviewed literature, appropriate testing, pharmacoposial standards, or

the pharmacists” education and experience, In the absence of stability information from these
sources, pharmacists :hould be able to reference publications such as Trissel's Smbzhty of
Compounded Formulations'® and apply their professional education, experience, and judgment
to determing appropriate stability parameters for compounded drug products. Pharmacists can
also reference compounding standards, such as USP Chapter 795, which provide guidelines for
establishing appropriate stability paramoters on products based on formulation. Testing ix
beyond the scope of compounding pharmacy practice.

4 CSR 220-2.200 (12) End-Product Evaluation

TACP maintains a number of concerns with the standards outlined in Part (12) Section (C) “Risk
Level 3.

Initially, LACP maintaing great concern with the requirement in Section (). “Risk Level 3” thar
“cach sterile preparation or batch must be tested for sterility, pyrogenicity, and potency.”
Mandating end-product testing for every Risk Level 3 product would be financially devastating
to pharmacies. The cost would sdditionally be prohibitive to patients. T cmnF for sterility,
potency, and endotoxin level at an independent laboratory could exceed $800° per batch,
according to Board cstimates. In-house testing reduces costs only minimally, In order to avoid
financial devastation of sterile compounding operations, pharmacies must increase revenucs to

balance costs associated with complying with these regulmmns. However, ingreased revenucs
are unlikely and, thus, costs must be distributed to patients. In an increasingly competirive and
global market, consumers are nerworking with out-of-state or international pharmacics to obtain
prescriprion drug products at lower costs. Missouri patients arc no different. Missouri patients
are likely to cmploy outside resources to more economically M1l sterile prescriptions in response
to the stringent compliance costs that will be distributed to consumers. Products compounded in
other localities not subject to Migsouri standards will saturate the Missouri market, nullifying the
intended outcome of these rcgu)atwns Accordingly. the Missouri Board of Pharmacy will
invalidate its goal of increasing patient hoalth and safety as prohibitive prices drive consumers to
resource external sources for prescription drugs. \

Tnstead, TACP strongly endorses process and personnel validetion as'excellent indicators of
sterile product quality. Following logic provided in Remington's Pharmaceutical Sciences:
cxperts believe that process and personnel validation are more effective quality indicators than
end-product testing. Process and personnet validation should be the foundation of quality control
for sterile products. Missouri has already outlined appropriate process validation procedures
within the proposed sterile regulations.

" Trissel, LA. Trissol's Stability of Compounded Formulations. ‘Washington, DC: American
Bharmaceulienl Assogiation; 2000.

Y £923, as outlined in Footnote K.
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1n addition o process validation requircments, a sampling program for cnd-pmduct sterility,
pyrogenicity, and potency can be instructive. Missouri has alrcady recognized the value of a
sampling program for sterility testing in Scction (C) “Risk Level 3” Number (1) “Sterility
Testing.” However, for the reasons outlined above, the Board of Pharmacy should adhere to a
sampling program for ali sterility, endotoxin, and potency testing. Several other standard setting
organizations, such as the American Society of Health-System Pharmacists {ASHP) endorse end-
product sampling programs, as outlincd in a pharmacy’s policy and procedure manual.

The Missouri Board should continue to endorse process validation while end-product testing
should not be required as rigorously. A sampling program reinforces process and personnel
validation, however minimizes the profligate investments required to test every sterile
compound. Likcwise, frequency of end-product testing samples should be telegated w0 3
pharmacist’s professmnal judgment (based on scale of operations, types of manipulations
performed, batch size, frequency of compounding the particular product,  the compounding risk
level of the product, and the potential risk to the patient) and outlined in the pharmacy's policy
and procedure manual.

IACP maintains additional concemn that in existing Section (C) regulations the Board has allowed
sampling for sterility but mandated endotoxin testing “for each sterile product prepared from
non-sterile drug components....” Lack of sterility is more critical to patient health than the
presence of an endotoxin, which may result only in a tempotary fever. Thus, sterility testing
should be given more emphasis in regulations than cndotoxin testing, The proposed regulations
place far too much emphasis on endotoxin testing. relative to sterility testing., Additionally,
potency may be effectively verified through process controls, such as checking printed data trom
balances and adherence to written formulations, Potency testing of compounds may not be as
critical as testing for atrmhty and cndotoxing. Likewise, as outlined abave, all testing should be
conducted according to a formal sampling plan.

Moreover, the requirements in Section (C) Numbcr (2) “Pyrogen/Endotoxin Testing” should not
apply to cvery sterile product preparation, Ophthalmic and inhalation selutions are not injected
and thus endotoxin testing may not be as critical on these products, The dcgrce of emphasis
awarded to specific end-peoduct tests should correlate to the degree of risk applicable to the
product prepared. In other words, comprehensive endotoxin testing should not be required when
the presenee of an endotoxin in a product would pose little or no risk to a patient’s health,
Detcrmination of testing requirements relative to product risk should be subject to a pharmacist’s
professional discretion, as outlined in the pharmacy’s policies and procodures goveming its
sampling program for end-praduct testing.

Tn addition, requiring USP methods for endotoxin testing for overy praduct would be much too
stringent and expensive, The Missouri Board of Pharmacy, in its workshcer describing Private
Entity Costs, estimates that pyrogcmc:ty testing per batch would cast pharmacies approximately
$30. However, this $30 estimate refers to the in-house tests that do not meet these stringont USP
Chapter <85> standards. To meet USP <85> standards, pharmacics would be forced to relegate
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all endotoxin testing to independent laboratories at an cstimated cost of $150 per sample.
Scveral in-house endotoxin testing kits are available that may provide pharmagists with
appropriate assurance of product qualiry but may not comply with the extensive requircments of
USP <85> governing endotoxin testing. Section (C) Number (2) should be revised to climinare
reference to USP testing standards.

Section (C) further requircs that “samples shail be statistically adequate to reasomiﬂy ensure that
batches are sterile.” This requirement is virually impossible to fulfill. Remington’s
Pharmaceutical Sciences® presents data to demonstrate the inadequacies of *end product’ sterility
testing, BExperts on sterile product testing state that “the sample size, .. has a relatively small
effect in improving the probability of accepting lots fof product tested]. Even a sample size of
500 (from a 1000 item batch (50%;)] would result in erroncously accepting a lot six times out of
ten.” Thus, “statistically adequate™ testing is an impossible standard to achieve. Remingion’s
asserts that “the enly method for determining sterility with 100% assurance wouldbetoruna
total sterility test; i.e. to test every item in the lot.™ Testing every item is not feasible for any
pharmaccutical operation. Therefore, process and personnel validation are considered by experts
to be much better indicatorg of product quality than end-product testmg

Section (C) Number (3) “Potency” Part (D) requires that “the final potency {be] confirred by
insirumental analysis.” During the September 2002 mecting of the Missouri Board of Iharmacy,
a Board member suggested that refractometers be used for potency evaluation. However,
pharmaceutical exports contend that use of a refractometer is an invalid method of assessing
potency. This methodology is fundamentally flawed in a number of ways. Variables, such as
the presence of multiple ingredients, preservatives, buffers, and other inactive ingredicnts in a
compound or variance in pH and temperature, can render such instrumcnts useless for use in
potency evaluation and yicld inaccurate results. The instruments are not validated for testing
potcncy of compounds, as this testing is not the intendod usc of the eqmpmgmt. The only valid
lesting methods would involve High-Pressure Liquid Chromotography (HPLC) or Gas
Chromorography (GC) or some similar method. “Instrumental analysis™ of potency exceeds the
scope of traditional pharmacy practice. All validated methods of “instrumental analysis” would
require independent laboratory tcstmg or purchase of extremely expensive testing equipment by
the pharmacy All methods would force pharmacy to incur large costs and distribute a large
portion of these costs to consumers. Instcad of requiring instrumental analysis on all products,
pharmacies could include potency testmg in their end-product sampling programs, 1IACP
requests that the Missouri Board revise Number (3) Section (D) according to the suggemom
outlined above or remove the requirement. Cost estimates for the Board of! r’harmncy 3 should
also be revised to ¢liminate reference to refractomerers, as they are not suitble to verify potency.

Further, in light of the Missouri Board’s regulatory aspproach IACP agrees that the provigion for

“Emcrgcncy Dispensing...” outlined in Section (4) is essential to the continuity of pharmacy

2 The increased cost of endotoxin testing would affect tosting cstitnates in the Missouri Board's Private
Entity Fiscal Note (Page 17, Janunry 2003 Misgouri Register). As outlined in Footnote 8, tsting cogis
would incresse o $925 peor batch.

3 Seo Public Entity Fiscal Note. Page 14 and 1§, January 2003 Missouri Register.
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practice. The emergency dispensing provisions are essential to any rogulations that require that
“gterite products compoundcd from non-sterile components must be quaraniined pending results
of end product testing,” as end-product testing can require two-weeks or longer to complete.
Scveral sterile products must be compounded by pharmacists beeause their ghelf life is too short
to allow for transport from a manufacturer. Requiring end-product testing results prior 1o the
release of these products would entirely preclude their use. In addition, there are times when
immediate patient need for a drug product cxcceds the risk of product corruption. Thus, the
emergency dispensing pmwsmn in Section (4) is vital to pharmacists’ ability to mect paticnt
necds. However, requiring pharmacists to relcase only the “quantity of product to mect the
needs of the patient untilall sterility and pyrugenicity wsts are known™ is overly burdensome.,
As outlined above, due 10 stability tactors, some products require dxspcnsmg of the entire product
immediately. Requiring dispensing of a minimal amount would also add time, costs, and
confusion for both the patient and the pharmacy. Pharmagies should initially be allowed to
dispensc the cntire product, provided they have a mechanism for recalling dispensed products if
testing yields unacceptable results. The recall of a compromised drug would serve the same
purpose as dispensing a minimum quantity. USP proposed C'hwpmr <797>_“Pharmacy
Compounding  Sterile Pmp:xmnam." agrees with the recall premise outl med -above,

Additional regulations that should be addressed based on the above comments include:

» Part (4) “Storage and Handling” Section (B) “Risk Level 3”: The statement, “Finished
but untested products must be quarantined under minimal risk for contamination or loss
of identity in an identified quarantine arca,” implics thar every batch will be tested, This
statement needs to be qualified to allow appropriate storage for products that will not be
tosted, due to classification in a lower risk category or as a batch or product not sampled.

* Pan (7) “Aseptic Technique and Product Preparation® Section (B) "Risk Level 2™ The
phrase, “final evaluation, and testing,” implies that the file mamtained on cach Risk Level
2 product must contain testing results. However, Section (12} “End Product Evaluation”
requires only a final evaluation, not testing, on Risk Level 2 producis. The word testing
should be removed from Part (7) Section (B) to climinate the contradiction with Section
(12) requirements.

¢ Part (9) “Record Keeping” (C) “Risk Level 37 (4) “End-product evaluation and testing
records™ As end-product testing should not be required on every bateh or every product,
this statement should be clarified, like its predecessors, with the phrase, “if applicadle.”

4 CSR 220-2.200 (13) Handling Sterile Products Outside the Pharmacy

IACP requests revision of the Part (13) Section (A) *Risk Lovel 17 requuement that “Sterile
products shall be transported. .. within temperature-controlled d;.hvcry con‘tatners (as defined by
USP standards).” Initially, the word “control,” used in pharmacy settings (i.e. controlled rclease
capsulcs, controlled substances, etc.), communicates a degree of imensity and accuracy in
rogulation that is overly restrictive when applied to tsmperature and delivery devices. Further,
the cited USP guidelines (presumably, “Packing” from USP proposed Chapter <797>,
“Pharmaceutical Compoundiny — Sterile Preparations™)-are far too stringent and often beyond the
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scopc of traditional pharmacy practice. IACP recommerids revision of this Section (A)
requirement to state, “Sterile producm shalt be transported. .. within appropriate packaging or
delivery containers that maintain necessary storage conditions to preserve the quality and
integrity of sterile products.”

4 CSR 220-2.200 (15) Exemption

The exemption provided in Pait (15) of the Missouri Sterile Compounding Regulations is
extremely vague. LACP is unclear as to the distinetion between “products contained only in a
closed or sealed system™ (i.c. products cxempt in Part (15)) and “products that are sterile
thmughout the entire compounding procoss” (referenced in Part (1) “Definitions” Section (Z)

“Risk Level 1" and “Risk Level 2). To maintain sterility throughout the entire compounding
process, it is necessary to maintain products within a closed or sealed system. Thercefore, Part
(15) perhaps cxempts all Risk Level 1 and Risk Level 2 compounding from the requirements of
these regulations. This exemption needs to be greatly clarified or removed.

4 CSR 220-2.200 Fiscal Note: Private Entity Cast

The costs of implementation for the Missouri Sterile regulations are astronomical. The Missouri

- Board of I'armacy cstimatcs that the private entity cost for the year of implementation would be
approximately $5 million and the cuntinuing costs would be §3 million per year. The Board
assigns this burden to Missouri pharmacies withour recognizing or assessing the practical
impacts of this multi-million dollar burden. Initially, assigning 33 million of cost per year to
sixty-onc recognized pharmacies engaged in sterile compounding implies that each pharmacy
would incur more than $50,000 in recurring expenses every year. This could drive most
pharmacies in Missouri out of busincss. Tf the pharmacies are to stay in buginess and meet
patient needs, the Missouri Beard of Pharmacy fails to recognize that all ingurred eosts in the
pharmacics must be distributed to consumers. This basic prcmnsc of business management
means that the Missouri Board of Pharmacy has relegatod & minimum of $3 million in costs por
yeat 1o the Missouri public. Consumers will not tolerate this financial burden, especially in the
realm of healthcare where rising prescription costs are already a source of spcial and palitical
contention. 1f the Missourt sterile compounding regulations arc adopted, Missouri would likely
become @ dumping ground for out-of-state sterile products made in facilities not meeting the
stringent Missouri standards. Thus, these regulations, as written, could greatly devalue the
Missouri Board’s goal of advancing public health and safety.

1n addition, TACP is extremely concemed wmh the uncertainty and potcntxal error inherent to the
Missouri Board"s private entity cost estimates,'* The Missouri Board estimates that only fifteen
pharmacies will test sterile products. ‘The Board creates this number by prq;cctmg “that a total of
61 pharmacics could be affected by this rule, It is further cstimated that 25% of thesc 61
pharmacies, which is cqual to LS pharmacics, are involved in sterile product compounding which

¥ See January 2003 Missouri Register, Page 17, Number 2
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includes non-sterile to sterile product compounding.™® This estimate is developed without
justification. The percentage could casily be 50%, 75%, or ¢ven 100%. Thare are no data to
Justify the estimates, However, the numbers are crucial to the cost cstimates presented. If the
percentage of pharmacies engaged in Class 3 compounding and testing were to ingrease 1o 75%
(45 pharmacies), the pnvate entity cost would increase to over $9 million. '8 11 all identificd
pharmacics engaged in sterile compounding (61 pharmacies) were to perform Class 3 operations,
the private entity cost would increase to almost $13 million,' '8

Further, these costs are based on the premise that all sterile compounding pharmacies compound
only one sterile batch or product per day. This estimate may be flawed as weill, Many
pharmacrca prepare multiple sterile products and batehes cveryday, with cax:h duct or batch
incurring over $800 in testing costs, Patients cannot be expected to pay SS@O in testing costs
per proscription in addition to expenses sustained through overhead, ingredients, and time of
preparation. In addition, if the Board incorporates multiple batches into their estimate for annual
compliance costs, the cost to pharmacies and, likewise, the public could cxceed $21 miltion.”
The Missouri public should not be expected to absorb a cost of $21 million when a far more
effective and cost efficient approach to sterile product regulation may exist.

Further, the Missouri Board of Pharmacy fails to account for the “laboratory testing” or stability
studics that it requxrcs in Part (11) “Expiration Dating” Section (C) “Risk Level 3.” These
studies require a minimum investment of approximatcly $10,000 per compounded formulation,
The numbcer of compounded formulations that would require tosting is virtually unlimited.
Requiring stability studies could add significantly to the private entity cost cgtimates provided.

Given a potential $20 million cost Muctuation involved in the current gunual cost estimates by
the Missouri Board of Pharmacy, the regulated pharmacies and the public deserve data w justify
and sccurc the true fiscal impact of these regulations. The Missouri Board ‘of Pharmacy needs to
SuTvey state pharmaclcs, determine the scope of current sterile operations, and solidify the
estimatcs presented in the private entity cost worksheet, IACP would be willing to assist the
Missouri Board of Pharmacy in this endeavor.

'Y January 2003 Missouri Register, Page 18, (2X(C)

' 260 butches x 45 phurmecies 11,700 batches. 11,700 batches x S805 per batch = $9.4 million.

'! 260 batches x 61 phanmucies = 15,860 baiches. 15,860 batches A $805 per batch ~ $12.8 million.

'8 1n addition, these estimates would increase significantly if the Lesting cost increased to $925 per batch, os
autlined in Foomote 8. Texting costs for 25% (1§ pharmacies) would wial $3.6 million. Testing costs for

75% (45 pharmacies) would wotul slmost $1 1 million, Temng costs for all 61 phamacw& (100%) would
1ol approximately $14.7 million, According o these estimaie, Curvent cost estimates incur a $12 million
range of uncertainty.

% The Missouri Board of Pharmacy's definition of batch includes sterile products, prepared at a discreet
time, prepared for a single paticnt. This could foree one putient to incur the entirs $800+ testing cost for
the *batch.”

#*  Estimatc bused on 2 unigue baiches or products compounded per duy in 75% (45) pharmacies.

2 bawches per day x S days x 52 weeks — 520 batches. 520 batches x 45 pharmacies = 23,400 batches.
23,400 burches » $928 per batch = $21.6 million.
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Due to the severe impact of these regulations on Missouri pharmacies, IACP requests the
Missouri Bourd of Pharmacy (o address the concerns outlined in these comments and issue
# subsequent draft of the standards for reconsideration by pharmacies and pharmacy
stakeholders. These proposed compeunding regulations should not be considered with
undue haste. The implications and impact of the proposed regulations on Missouri
pharmacies warrant provision of additional time for discussion, research, ¢valuation, and
revision.

In addition, the Missouri Board of Pharmacy must make provision i its final draft of these
regulations for an appropriate cffective or compliance datc. Phanmacies will need time to adjust
policies, practices, facilities. and equipment to comply with the regulations promuignted by the
Missouri Board of Pharmacy.

IACP appreciates the opportunity to share our concemns with the Missourt Board of Pharmacy
and we look forward to working with you to continually advance sterile product quality and,
likewise, paticnt health and safety. [f we can be of any assistance. or if you have any questions,
please do not hesitate to contact me or Jennifer Brashares, IACP's Regulatary Affairs
Caordinator, at (281} 9338400,

Respectfully submitied,

1.D. King
Executive Director

cc: Jermifer Brashares



