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Dear Dr. Oftebro:

From July 17, 2017, to August 1, 2017, U.S. Foadl 2rug Administration (FDA)
investigators inspected your facility, Kelley-R&#\ssociates, Inc., dba Kelley-Ross
Compounding, located at 805 Madison Street #70&itil8eWA 98104-1172. During the
inspection, the investigators noted that drug petslyou produced failed to meet the
conditions of section 503A of the Federal Food,dand Cosmetic Act (FDCA) [21 U.S.C.
§ 353a] for exemption from certain provisions ¢ FDCA. Additionally, the investigators
noted serious deficiencies in your practices fadpcing sterile drug products, which put
patients at risk.

FDA issued a Form FDA 483 to your firm on Augus2@17. FDA acknowledges receipt of
your facility’s response, dated August 21, 201Aas&l on this 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 conditiomder which human drug products
compounded by a licensed pharmacist in a Statedezepharmacy or a Federal facility, or a
licensed physician, qualify for exemptions fromeiisections of the FDCA: compliance with
current good manufacturing practice (CGMP) (secEifm(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. Failureto Meet the Conditions of Section 503A

During the inspection, the FDA investigators nateat drug products produced by your firm
failed to meet the conditions of section 503A. Example, the investigators noted that your
firm did not receive valid prescriptions for indiwially-identified patients for a portion of the
drug products you produced.

Therefore, you compounded drug products that donsatt the conditions of section 503A
and are not eligible for the exemptions in thatisadrom the FDA approval requirement of
section 505 of the FDCA, the requirement undencse&02(f)(1) of the FDCA that labeling
bear adequate directions for use, and the requireaieompliance with CGMP under
section 501(a)(2)(B) of the FDCA. In the remaindtthis letter, we refer to your drug
products that do not qualify for exemptions undsation 503A as the “ineligible drug
products”.

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

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

1. Your firm did not disinfect materials priar their placement in an ISO 5 classified area.

2. Your firm has classified areas with diffictdtclean, particle-generating, or visibly dirty
equipment. Specifically, our investigators obseregidue on equipment located in ISO 7
classified areas, includin(tp)(4) HEPA filter screens and a balance used ).
Additionally, cracks were noted in a glass wind@paratingb)(4) ISO 7 classified rooms.

3. Your firm failed to perform adequate smokelgts under dynamic conditions to
demonstrate unidirectional airflow within the IS@i®a. Therefore, your products intended
to be sterile are produced in an environment thet not provide adequate protection against
the risk of contamination. Furthermore, sterilegdpnoducts were produced in your ISO 5
classified work stations ifb)(4), although their certifications expired (in)(4).



4. Your firm did not conduct adequate routingiemmental monitoring. Specifically, you
acknowledged that you could not provide documemadif personnel sampling performed on
an operator who handled sterile drugs frgm{4).

5. Your firm does not properly use a sporiciggent as part of your cleaning and
disinfection program of the aseptic processingsarea

6. Non-microbial contamination, such as whitg@dee, was found on various pieces of
equipment used in the production of non-sterileggdroducts.

Furthermore, the manufacture of the ineligible dougducts is subject to FDA’s CGMP
regulations, Title 21, Code of Federal regulati@@BR), parts 210 and 211. The FDA
investigator observed significant CGMP violationgaur facility, causing the ineligible drug
products to be adulterated within the meaning ofiee 501(a)(2)(B) of the FDCA. The
violations included, for example:

1. Your firm does not have, for each batch ofgdoroduct, appropriate laboratory
determination of satisfactory conformance to fisyacifications for the drug product,
including the identity and strength of each acthgredient (21 CFR 211.165(a)).

2. Your firm failed to establish and follow ademjuate written testing program designed to
assess the stability characteristics of drug prtsdaicd to use results of such stability testing
to determine appropriate storage conditions andr&ign dates (21 CFR 211.166(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.

Misbranded Drug Products

The ineligible drug products you compounded arendéed for conditions not amenable to
self-diagnosis and treatment by individuals whorasemedical practitioners; therefore,
adequate directions for use cannot be written gbaltayman can use these products safely
for their intended uses. Consequently, their lalgelails to bear adequate directions for their
intended useR] Accordingly, these ineligible drug products anslmanded under section
502(f)(1) of the FDCA. It is a prohibited act undection 301(k) of the FDCA to do any act
with respect to a drug, if such act is done whike drug is held for sale after shipment in
interstate commerce and results in the drug beiisgnanded.

D. Corrective Actions

We have reviewed your firm’s response to the FOBAB83. Regarding the insanitary
condition observations in the Form FDA 483, somgaafr corrective actions appear to be
adequate. However, we are unable to fully evaltiedollowing corrective actions due to a
lack of adequate supporting documentation:

1. Inyour response to the ISO areas with diffito clean, particle-generating, or visibly
dirty equipment, you stated you cleaned the resichre the(b)(4) HEPA filter screens.



Although you provided photographs as evidence @fcthaning performed, the quality of the
photographs is poor. Consequently, we cannot vérgyadequacy of the cleaning performed.

2. In your response to the ISO 5 hood certificgtyou stated the ISO 5 hoods were
scheduled for certification; however, you did natlude supporting documentation to verify
the hoods were tested and successfully certifiadthErmore, we remain concerned that
multiple batches of sterile drug products were poedl during a period in which the hoods
were not certified. You did not provide a risk assaent to determine if the environment was
suitable for sterile drug production and ensureginaity of sterile drug products.

Please be aware that section 501(a)(2)(A) of thEA&Doncerning insanitary conditions
applies regardless of whether drug products youpoumd meet the conditions of section
503A, including the condition on receipt of a prgstion for an identified individual patient
prior to compounding and distributing drug products

Regarding issues related to the conditions of se&D3A of the FDCA, you have not
adequately addressed the compounding and distriibafidrug products for office stock. As
explained above, receipt of valid prescriptionsifatividually-identified patients is a
condition of section 503A that your firm failedteeet 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 andrithstion of such drugs would be subject
to the new drug approval requirement, the requirdrnteelabel 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 regulati¢8k.

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 thai 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 management uakieid comprehensive assessment of
operations, including facility design, procedumgs;sonnel, processes, maintenance,
materials, and systems. This review should assegsaseptic processing operations. A
third-party consultant with relevant sterile drugmmfacturing expertise should assist you in
conducting this comprehensive 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 ensurettyaur firm complies with all requirements of
federal law, including FDA regulations.



You should take prompt action to correct the violad 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 supportingrimiation 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 written notification should refer to the WangiLetter Number above (560795). Please
address your reply to:

CDR Steven E. Porter, Jr.

Director, Division of Pharmaceutical Quality Opévat IV
U.S. Food & Drug Administration

19701 Fairchild Road

Irvine, California 92612

If you have questions regarding the contents oflgtier, please contact Lance De Souza,
Compliance Officer via email &nce.desouza@fda.hhs.gowvby phone at 510-337-6873
and reference unique identifi&80795.

Sincerely,
IS/

CDR Steven E. Porter, Jr.
Director, Division of Pharmaceutical Quality Opévat IV

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

[3] In this letter, we do not address whether youppsed corrective actions would resolve the CGMP
violations noted above.



