








Establishment Inspection Report FEIL 3006106736

Hovione LLC EI Start: 04/23/2013
East Windsor, NJ 08520-5321 EI End: 04/26/2013
ADMINISTRATIVE DATA

Inspected firm: Hovione LLC

Location: : 40 Lake Dr

v East Windsor, NJ 08520-5321

Phone: 609-918-2600

FAX: 918-2615

Mailing address: 40 Lake Drive

East Windsor, NJ 08520-5321

Dates of inspection:  4/23/2013, 4/24/2013, 4/26/2013

Days in the facility: 3
Participants:  Nicholas A Violand, Investigator

On 04/23/2013, I, CSO Nicholas Violand, presented my credentials and issued an FDA-482, Notice
of Inspection, to Dirce Macério, Head of Compliance (Att.), who stated she was authorized to accept
the notice in the absence of David Hoffman, President — US Operations / Vice President —
Exclusives Business; and Michael Ironside, Ph.D., General Manager. Later that day, Supervisory
CSO Meyer Slobotsky arrived at the facility, and a second FDA-482, Notice of Inspection, was
issued to Dr. Ironside, who was then present (Att). SCSO Slobotsky was present to observe
conduct and performance of the inspection, but did not actively participate in inspectional activities.

This report was written by CSO Violand.

Official correspondence should be directed to:
David Hoffman, President — US Operations / Vice President — Exclusives Business Unit

Hovione LLC
40 Lake Drive
East Windsor, NJ 08520

CHANGES SINCE LAST INSPECTION

The Establishment Inspection Report (EIR) from the 04/27/2011 et al., inspection details firm
history, interstate commerce, jurisdiction, individual responsibilities of personnel that participated in
that inspection, the firm’s training program, manufacturing/design operations, and discusses
procedures for complaint handling and conduct of recalls. A majority of this information remains
valid, and there have not been any major changes to the facility and its operations. Details in the
2011 EIR discuss Hovione’s corporate headquarters in Loures, Portugal, and other manufacturing,
offices, or affiliate sites in China (2), Ireland, Hong Kong, and Switzerland. Hovione’s CEO

remains Guy Villax, whose primary office is located at the Loures, Portugal site.
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e Product quality reviews for 2011 and 2012 were reviewed, and no discrepancies were
observed. They included trending of yields and release data, and compared current-year
information to averages from prior years. Other information, such as deviations, OOS
results, equipment, and change control documents were included. I noted that process yield
at each phase was presented as a graph, and discussed that presenting other information such
as process related impurities can help illustrate whether each step of the process is remaining
within a state of control (presented in a table). Although there is a relatively small data set
for each year’s report, Ms. Macdrio agreed.

e Laboratory OOS investigations and deviations were reviewed (noted above), and an issue
regarding timeliness of completion of corrective and preventive actions was encountered, see
General Discussion with Management. There were three deviations since the previous
inspection, and one laboratory OOS report, the latter of which was found to be due to a

sample preparation error and was overcome.

e Stability testing is not performed at the site, but is performed by the customer, [ N
B | discussed with Ms. Macdrio that this data is still valuable and critical to the
operations performed at Hovione, as it can be an indicator of sufficient or insufficient process
control. Stability data for all lots currently on accelerated and long term programs was

collected as Exh. 11.

e All associated change requests initiated for | Were reviewed electronically, and
these were all editorial or clarification updates to procedures. There were no process or

analytical changes since the last inspection.

e There were no additional process or method validation activities performed since the last
inspection.

e Evaluation of contract service providers and raw material suppliers was discussed. New
suppliers are evaluated first using a paper questionnaire which includes evaluation of quality
systems and controls in place. The site’s FDA registration and previous inspectional status
are also considered; and a site audit by Hovione is performed once approximately every three
years. Lists of approved material suppliers, contract service providers (laboratories) with
audit plan, and other contractors (re-certification of ISO-classified areas and calibration of
instruments) is included as Exh. 12. No discrepancies were observed regarding evaluation

and approval of these suppliers/service providers.

Corrective actions regarding discussion items from the previous inspection were discussed and/or
covered during this inspection. For example, the hoses leading to the jacket fitting on one of the
glass reactors was observed to be frayed. Although this did not have product contact, general
equipment maintenance to ensure proper function was discussed, and the hose had been replaced. I
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(Deviation 13458). Further subsequent investigation into the analysis found an issue with the
water bath level during sonication, which was suspected to be causing the unknown impurity
(which at that time was still unidentified). Additional investigational testing into the
sonication issue was performed. Re-testing from the original pulled sample (three new
sample preparations from each) was performed as per the OOS procedure, and all levels were
found to be lower and well within specification (all four lots were retested, with average
values of 0.5% to 1.0%). Two of the samples were dissolved by swirling only, and the other
two were dissolved by closely monitored sonication, checking for dissolution each minute.
This testing was completed 12/2011, and the OOS was overcome, but the deviation report
noted that additional investigation was still necessary, under a CAPA (14375).

The impurity was later identified using in-house LC-MS/MS; however, this was not
performed until approximately 08/2012, nearly 9 months after the initial OOS. It was found
to be an additional reaction product that results when acidic conditions (part of the
manufacturing process) and additional heat/energy are applied. The additional heat/energy
were associated with the low water level during sonication; and as a result, a limit in the
method was placed on water level. The method update was not completed until 02/2013,

nearly 15 months after the initial OOS.

I discussed with Ms. Macério that investigations and subsequent corrective actions should
not remain open for unnecessarily long periods of time. It was taken into consideration that
I ;s »roduced in small batches [l 2nd in infrequent campaigns (twice
annually); however, I discussed that the identification of the unknown impurity should have
coincided with the initial -investigation. This should not have been delayed, even though
incorrect sonication was known as the likely root cause upon retesting. In addition, once a
corrective and preventive action could be established, to set a limit on the water level in the
sonicator (noted as per equipment manufacturer’s recommendation), there should not have
been such a delay for the method to be clarified and updated. I discussed that the procedures
for laboratory and production investigations, as well as CAPAs, should have clearly defined
steps for extending past their initial due dates (set at 30 days for investigations). These
should include management approval for extension, and due dates for the extensions. All
other investigations and CAPAs reviewed were completed within their established
timeframes. Ms. Macario, Dr. Ironside, and other management present stated their
understanding of this discrepancy. Dr. Ironside promised a written response to New Jersey
District within 15 business days addressing all discussion items.

activities are performed for all of the mobile equipment used for
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production of [ Which prlmarlly consists of small-scale glass reactors and filter-
driers. The final piece of equipment used is an ISO-8 containment hood used for packaging
of the finished material, for which the verification activity includes checking for cleanliness,
but no functional verifications. I discussed the expectation that a qualification activity be
performed whenever a piece of equipment is moved, which is the case for all of the
equipment for [l (moved from locked area of controlled warehouse to controlled

and verifica
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processing room). While such verifications are part of the routine process for the reactors
and filter driers, this is not the case for the hood. I further discussed that adding an additional
check for overall condition of fragile equipment, such as glass reactors, can provide valuable
information in the event a chip, break, or other damage is discovered during production.
Upon review, it was found that re-certification of the ISO-8 hood is performed every 6
months, in the same manner in which the hood is used (i.e., it is rolled out of storage and
relocated before re-certification). Air settling plates are also collected during each campaign,
to support operation of the hood. Mr. Tomas and Ms. Macario stated their understanding,
and that they would add functional and overall condition checks to pre-existing setup and
verification forms, focusing on the ISO-8 hood for packaging. Dr. Ironside promised a
written response to New Jersey District within 15 business days addressing all discussion

items.

3. Deviation Report 10459 was issued following the discovery that the contact and settling
plates used for environmental monitoring had been read shortly after the expiry dates of the
plates (samples had been collected prior to expiry). This was due to an unexpected delay in
production, which resulted in collection of samples on a date later than expected. The firm’s
contract laboratory performing microbiological testing, *(now
). provided the plates to Hovione, and they were sent back for analysis after
collection for incubation and reading.

The specific deviation was adequately addressed; however, I noted that the samples were
collected on a Friday afternoon, and were placed at refrigerated conditions until they could
be shipped back to[ il the following Monday. Dr. Ironside noted that this was done with
the knowledge of the contract laboratory; however, I discussed that it is Hovione’s
responsibility for ensuring this practice is valid. While a positive control is run alongside the
samples, I discussed that the firm should ensure that storage at refrigerated temperatures for
over 24 hours prior to incubation did not affect the viability of the organisms present at the
time of collection. Hovione should ensure that the contract laboratory has sufficient data to
demonstrate adequate recovery following refrigeration for at least this duration, prior to
incubation. Dr. Ironside, Ms. Macério, and Mr. Tomas stated their understanding, and that
they would contact the laboratory to further discuss this issue. Dr. Ironside stated they may
also change internal procedures such that samples are no longer collected on Fridays. He
also committed to submitting a written response to New Jersey District within 15 business
days regarding all discussion items.

4. Incoming raw materials for ||| Il 2nd R&D materials are sampled in a shared HEPA-
filtered hood in the sampling/dispensing room (unless considered to be a potent compound,
which is done in a separate designated area). The cleaning procedure for the hood tells the
operator to use water, or acetone if necessary, to remove traces of the previously weighed
material (done after each material, in between weekly and monthly full cleaning of the hood

and the room, respectively).
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ATTACHMENTS

1. FDA-482, Notice of Inspection, issued 4/23/2013, to Dirce Macario, Head of Compliance (1n
absence of general manager and president), 3 pgs.

2. FDA-482, Notice of Inspection, issued 4/23/2013, to Michael Ironside, Ph.D., General
Manager, to add SCSO Meyer Slobotsky to inspection (for observation only), 3 pgs.

N1cholas A Vloland Investigator
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