DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

CISTRICY OFFICE ADDRESS AND FHONE NUMBER DATE(S) OF INSPECTION
FDA/CBER/OCBQ/DMPQ ‘ )
10903 New Hampshire Avenue, Sifver Spring, MD 20993 sipel! 1822, 2016

Attention: Jay Eltermann, Building 71, Room 603§ FEt NUMBER
Telephons; (240) 402-9168

( industry Information: www,fda.govioc/industry .
NAME AND TITLE OF INOIVIDUAL TO WHOM REPORT 18 ISSUED
To; Robert Munday, General Manager
FIRM NAME - STREET ADDRESS
CWC ICOS Biologics, Inc. 22021 20th Avenue SE
CITY, STATE AND ZIF CODE TYPE OF ESTABLISHMENT INSPECTED
Bothell, Washington 98021 Biologics Manufacturer

TH:S DOCUMENT LISTS OBSERVATIONS MADE BY THE FDA REPRESENTATIVE(S) DURING THE INSPECTION OF YOUR FACILITY. THEY ARE INSPECTIONAL
OBSERVATIONE; AND DD NOT REPRESENT A FINAL AGENGY DETERMINATION REGARDING YOUR COMPLIANCE. IF YOU HAVE AN OBJECTION REGARDING AN
DOBSERVATION, OR HAVE IMPLEMENTED, OR PLAN TO IMPLEMENT CORRECTIVE ACTION. IR RESPONSE TO AN OBSERVATION, YOU MAY DISCUSS THE
OBJECTION OR ACTION WATH THE FDA REPRESENTATIVE(S) DURING THE INSPECTION OR SUBMIT THIS INFORMATION TO FDA AT THE ADDRESS ABOVE. IF
YOU HAVE ANY QUESTIONS, PLEASE CONTACT FDA AT THE PHONE NUMBER AND ADDRESS ABOVE,

DURING AN INSPECTION OF YOUR FIRM (1) (WE) ORSERVED:

1. Process validation is incomplete. Specifically,

a. (b) (4) was initially assigned as “low risk" and was not included in the process validation studies.
Investigations of deviations in yield (low) under DEV-1484 and DEV-1573 at the (b) (4)
step identified (0) (4} as the probable root cause. Changes were implemented to reduce the

(D) (4} of the (B) (4) used in this % @loperation. Small-scale studies to evaluate the effect of (D) (4]
(D) {4} on. (b} (4) are incomplete.

b. Investigations of out-of-specification (OOS) results for the (b) (4) under

DEV-1632 concluded that the initial acceptance criterion did rot fuily represent assay and process variability.

Again, (b) (4) was identified as a probable root cause. Smalb-scale studies to evaluate the

effectof | (B) (4) on {b) (4) are incomplete.

¢. On October 17, 2015, the (o) (4 could not be (o) (4) due th (B} (4}
{8) (4) contrary to the (b) {4)

d. Investigation on deviations in trend under DEV 2259 was opened on April 18, 2016 for three QOS results for
the in-process parameter (b) (4) .

e. Current small-scalc validation study on hold times, VAL-30234-01, identified an increase in (b) \4)
which might be resulted from (b) (4) The investigation is incomplete,

2. Deviations gurim: production have not been thoroughly investigated. Specifically,
8. (b (4] documented in deviation DEV-1498 did not trigger impact assessment on previous batches
manufactured (b} (4) The impact on product quality of (D) {4)  hat might have been damaged
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because of (b) (4) 1 was not investigated. Corrective actions are not implemented to
ensure that (b) (4)

b. “Reinstallation of | (D) {4)  was identified as the root cause for™” “failure and loss of | (0} (4)
However, the cause for ™™ reinstallation, i.e., incorrect installation of (2} (4)ue to faiture to follow written batch
recorfi procedures, was not investigated or documented in DEV-1824,

3. Preventative maintenance of critical equipment is not performed per written procedures, Specifically,

a. Preventative maintenance for (b) {_4 was not performed as scheduled. Daily tasks are
not documented. Between June 7, 2015 and April 21, 2016, of 47 required weekly PM activities, eight that were
late, 15 were missed, and two were not scheduled. Over the ten month period, only ore of three quarterly
maintenance activities was performed, due on August 31, 2015, completed on April 19, 2016, Semi-annual
preventative maintenance performance was two months overdue,

b. Preventative maintenance for () (4) was not performed as scheduted. Daily tasks are not
documented, Between September 20, 2015 through April 21, 2016, of 14 weekly PM activities, five were missed,
and, of five quarterly maintenance activities, two were late. .

4. Failure to follow standard operating procedurc for deviation management, Specifically,

a, Critipal deviations DEV-1484, DEV-1632, and DEV-2081 were initiated, respectively, 1, 5, and 2, days past the
(B} () window as required by the deviation management procedure, GMP-0263, Rev 16. In all cases, the client
was notified and initial investigations started within (D) (4) but the official documentation of the deviations were
not initiated within the (B) (4) window.

EMPLOYEE(S SPRRTIRE EMPLOYEE (S} NAME AND TLTLE (Prnt of Type) BATEGSTED
SEE 2 ;&& # LU PRI B, R0 ST, :
Tt Tobasoy, OV . .
e RirhaL OVANESOV  RESEARCY Si0L06)LT /é
Lo Yiveng LiAnG St Feliow
FORM FDA 483 (}/08) PREVIOUS EDITION OBSOLETE INSPECTIONAL OBSERVATIONS Page 2of2



