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July 25, 2018

Mr. Louis M. Micolucci, President/CEO
Boothwyn Pharmacy, LLC

221 Gale Lane

Kennett Square, PA 19348

Dear Mr. Micolucci:

From June 5, 2017, to June 16, 2017, a U.S. FoddDamg Administration (FDA)
investigator inspected your facility, Boothwyn Pmacy, LLC, 221 Gale Lane, Kennett
Square, PA 19348. During the inspection, the ingagtr noted that drug products you
produced failed to meet the conditions of sectid@/5of the Federal Food, Drug, and
Cosmetic Act (FDCA) [21 U.S.C. § 353a] for exemptioom certain provisions of the
FDCA. In addition, the investigator noted serioeficencies in your practices for producing
sterile drug products, which put patients at risk.

FDA issued a Form FDA 483 to your firm on June2®l7. FDA acknowledges receipt of
your facility’s response, dated July 7, 2017. Basedhis inspection, it appears that you
produced drug products that violate the FDCA.

A. Compounded Drug Products Under the FDCA

Section 503A of the FDCA describes the conditiomdenr which human drug products
compounded by a licensed pharmacist in a Statedezepharmacy or a Federal facility, or a



licensed physician, qualify for exemptions fromeiiaisections of the FDCA: compliance with
current good manufacturing practices (CGMP) (sechiol(a)(2)(B)); labeling with adequate
directions for use (section 502(f)(1)); and FDA ap@l prior to marketing (section 505) [21
U.S.C. 88 351(a)(2)(B), 352(f)(1) and 355(H)].Receipt of valid prescriptions for
individually-identified patients is one of the catnohs for the exemptions under section
503A.

B. FailuretoMeet the Conditions of Section 503A

During the inspection, the FDA investigator notedttdrug products produced by your firm
failed to meet the conditions of section 503A. Ewample, the investigator noted your firm
did not receive valid prescriptions for individyaltlentified patients for a portion of the drug
products you produced.

Specific violations are described below.
C. Violationsof the FDCA
Adulterated Drug Products

The FDA investigator noted that drug products ideghor expected to be sterile were
prepared, packed, or held under insanitary conditiovhereby they may have become
contaminated with filth or rendered injurious tahb, causing your drug products to be
adulterated under section 501(a)(2)(A) of the FDE#. example, the investigator observed:

1. The pharmacist reached over open vials obgtgueirflow in the 1ISO 5 biological
safety cabinet (BSC) on multiple occasions durisgpdic processing.

2. The pharmacist exposed depyrogenated vialdljztd rubber stoppers, and syringes to
lower than ISO 5 quality air prior to transferrimgo the ISO 5 area within the BSC during
aseptic processing.

3. Your firm used cleaning pads or wipes in th® Bsaseptic processing areas that are not
sterile.

4. Your firm failed to perform adequate smoke sadinder dynamic conditions to
demonstrate unidirectional airflow within the IS@®a. Therefore, your products intended
to be sterile are produced an environment that mehyrovide adequate protection against
the risk of contamination.

5. Your media fills were not performed under thesitrchallenging or stressful processing
conditions. Therefore, there is a lack of assurdhateyour firm can aseptically produce drug
products within your facility.

Furthermore, the manufacture of the ineligible dpugducts is subject to FDA’'s CGMP
regulations, Title 21, Code of Federal Regulati@BR), parts 210 and 211. The FDA
investigators observed significant CGMP violatiabgour facility, causing the ineligible
drug products to be adulterated within the meanirgection 501(a)(2)(B) of the FDCA. The
violations included, for example:



1. Your firm failed to establish appropriate weittprocedures that are designed to prevent
microbiological contamination of drug products pantpng to be sterile, and that include
validation of all aseptic and sterilization proeasf21 CFR 211.113(b)).

2. Your firm failed to establish an adequate syster cleaning and disinfecting the room
and equipment to produce aseptic conditions (21 €ER42(c)(10)(Vv)).

3. Your firm failed to establish an adequate syster monitoring environmental conditions
in aseptic processing areas (21 CFR 211.42(c)@®)(i

4. Your firm does not have, for each batch of dsugpuct purporting to be sterile and/or
pyrogen-free, appropriate laboratory determinatibsatisfactory conformance to final
specifications for the drug product (21 CFR 211(a§7

5. Your firm failed to follow a written testing @gram designed to assess the stability
characteristics of drug products and to use restissich stability testing to determine
appropriate storage conditions and expiration d2e<FR 211.166(a)).

6. Your firm failed to routinely calibrate, insgeor check according to a written program
designed to assure proper performance of autonmagichanical, or electronic equipment,
including computers, used in the manufacture, @siog, packing, and holding of a drug
product (21 CFR 211.68(a)).

Under section 301(a) of the FDCA [21 U.S.C. § 3j1(ae introduction or delivery for
introduction into interstate commerce of any diugf is adulterated is a prohibited

act. Further, it is a prohibited act under sec861(k) of the FDCA [21 U.S.C. 8 331(k)] to
do any act with respect to a drug, if such acbisedwhile the drug is held for sale after
shipment in interstate commerce and results inthg being adulterated.

Unapproved New Drug Products

You do not have any FDA-approved applications tnfor the ineligible drug products that
you compoundef?] Under sections 505(a) and 301(d) of the FDCA [23.0. § 331(d)], a
new drug may not be introduced into or deliveredritroduction into interstate commerce
unless an application approved by FDA under se&@mof the FDCA is in effect for the
drug. Marketing of these products, or other applegroducts, without an approved
application violates these provisions of the FDCA.

Misbranded Drug Products

The ineligible drug products you compounded arendéed for conditions not amenable to
self-diagnosis and treatment by individuals whoraemedical practitioners; therefore,
adequate directions for use cannot be written gbaliayman can use these products safely
for their intended uses. Consequently, their lalgelails to bear adequate directions for their
intended useg3] Accordingly, these ineligible drug products areslnanded under section
502(f)(1) of the FDCA. The introduction or deliveir introduction into interstate commerce
of these products therefore violates section 30df(#)e FDCA. It is also a prohibited act
under section 301(k) of the FDCA to do any act wébpect to a drug, if such act is done
while the drug is held for sale after shipmenmiterstate commerce and results in the drug
being misbranded.

D. Corrective Actions



We have reviewed your firm’s responses to the HeDA 483.

Regarding some of the insanitary condition obsé@aatin the Form FDA 483, we cannot
fully evaluate the adequacy of the following cotnee actions described in your response
because you did not include sufficient informatasrsupporting documentation:

1. In your response, you indicated that you wall*ketraining personnel in the proper
technique to avoid obstructing air flow” within tf&O 5 hood during aseptic
processing. However, you did not provide any docuatéon to support this corrective
action.

2. In your response, you indicated that you hawesed your SOPs “to state that the
technician or pharmacist will open foil coveringsthe ISO class 5 area and to ensure
depyrogenated glass vial containers are wiped avgterile IPA 70% wipe prior to entry into
an ISO class 5 area” and that personnel will bmiregd in these techniques. However, you
did not provide any documentation to support tisective action.

3. In your response, you indicated that you haeplaced all non-sterile wipes and mini mop
covers with sterile wipes and sterile cleaning pausduding but not limited to mop

heads).” Your firm provided a copy of the packadioigthe sterile wipes purchased;
however, you did not provide any documentation reigg mop covers to support this
corrective action.

Regarding other observations related to insanitangitions, the following corrective actions
appear deficient:

1. Your firm did not perform or commit to perfonngi a new smoke study that would include
all areas within the ISO 5 biological safety cahine

2. Your firm indicated that you would use the fJast” batch size to simulate the media fill.
However, the media fill documents indicated that yall be challenging your process using
only 6 vials and the simulation does not refleairyactual process.

In addition, our review of the documents colleatieding the inspection revealed that for your
product Myers Cocktail Injection, the COA for thegredient Calcium Gluconate, USP
(Anhydrous, batch/lot number 128749) states “Noirigectable use.” Using an ingredient
that is not suitable for its intended use couldactghe quality and safety of the finished
product.

Please be aware that section 501(a)(2)(A) of thEADoncerning insanitary conditions
applies regardless of whether drug products youpoamd meet the conditions of section
503A, including, the condition on receipt of a rEwtion for an identified individual patient
prior to compounding.

Also, as explained above, receipt of valid preswms for individually-identified patients is a
condition of section 503A, which your firm failed ineet for a portion of the drug products
you produced.

Should you continue to compound and distribute gmaglucts that do not meet the
conditions of section 503A, the compounding andrithigtion of such drugs would be subject
to the new drug approval requirement, the requirdrteelabel drug products with adequate



directions for use, and the drug CGMP regulati@efore doing so, you must comply with
the requirements of section 505 and 502(f)(1) arigt implement corrections that meet the
minimum requirements of the CGMP regulatidhks.

In addition to the issues discussed above, youldhmie that CGMP requires the
implementation of quality oversight and control&ithe manufacture of drugs, including the
safety of raw materials, materials used in drugufecturing, and finished drug producse
section 501 of the FDCA. If you choose to contraith a laboratory to perform some
functions required by CGMP, it is essential that gelect a qualified contractor and that you
maintain sufficient oversight of the contractorfgeoations to ensure that it is fully CGMP
compliant. Regardless of whether you rely on aremhfacility, you are responsible for
assuring that drugs you produce are neither adidt@mor misbranded Sde 21 CFR

210.1(b), 21 CFR 200.10(b)].

FDA strongly recommends that your managementuinsiertake a comprehensive
assessment of operations, including facility despgocedures, personnel, processes,
maintenance, materials, and systems. In particthie review should assess your aseptic
processing operations. A third party consultarthwelevant sterile drug manufacturing
expertise should assist you in conducting this aemgnsive evaluation.

E. Conclusion

The violations cited in this letter are not intedde be an all-inclusive statement of violations
at your facility. You are responsible for investigg and determining the causes of the
violations identified above and for preventing threicurrence or the occurrence of other
violations. It is your responsibility to ensure ttyaur firm complies with all requirements of
federal law, including FDA regulations.

You should take prompt action to correct the violag cited in this letter. Failure to promptly
correct these violations may result in legal actatihout further notice, including, without
limitation, seizure and injunction.

Within fifteen (15) working days of receipt of tHetter, please notify this office in writing of
the specific steps that you have taken to corretatons. Please include an explanation of
each step being taken to prevent the recurrenemlations, as well as copies of related
documentation. If you do not believe that the paduliscussed above are in violation of the
FDCA, include your reasoning and any supportingrimfation for our consideration. If you
cannot complete corrective action within fiftee®d) Working days, state the reason for the
delay and the time within which you will completetcorrection.

Your e-mailed or written notification should reterthe Warning Letter Number above
(CMS# 560524) Please address your reply to:

YieeJohnson
Cplilance Officer
feband Drug Administration
U@&ustomhouse

"d2nd Chestnut Sts.
Rldielphia, PA 19106

If you have questions regarding the contents aflgtier, please contact Yvette Johnson at
215-717-3077, or by e-mail at Yvette.Johnson@fdaduv.



Sincerely,

IS/

For: Diana Amador Toro
Division Director/OPQ Division1
New Jersey District Office

[1] We remind you that there are conditions other thase discussed in this letter that must
be satisfied to qualify for the exemptions in sattb03A of the FDCA.

[2] The specific products made by your firm are dnwghin the meaning of section 201(g) of the Actl [2
U.S.C. § 321(g)] because they are intended foirudee diagnosis, cure, mitigation, treatment, i@vention of
diseases and/or because they are intended to #féestructure or any function of the body. Furthieey are
“new drugs” within the meaning of section 201(p). [2.S.C. 321(p)] of the FDCA because they are not
generally recognized as safe and effective for tabeled uses.

[3] Your ineligible drug products are not exemptedrfrine requirements of section 502(f)(1) of the FDIBA
regulations issued by the FDA (see, e.g., 21 CFR1A®).

[4] In this letter we do not address whether your psepl corrective actions would resolve the CGMP
violations noted above.



