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Presc ription Drug Manufacturer 

This docwuent lists observations made by the FDA representative(s) dwmg the inspection ofyour facility. They are inspectional 
observations, and do not represent a final Agency determination regarding your compliance. Ifyou have an objection regarding an 
observation, or have implemented, or plan to implement, con·ective action in response to an observation, you may discuss the objection or 
action w-ith the FDA representative{s) dwmg the inspection or submit this infonuation to FDA at the address above. Ifyou have any 
questions, please contact FDA at the phone ntllllber and address above. 

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED:,---------.... 
The following deficiencies pet1ain to the 

(b)(4) (b) (4) Inse11s 

(b) (4) (b)(4)capsules USPWJIIJ) 

(b)(4)capsules -­
LABORATORY CONTROL SYSTEM 

OBSERVATION 1 
Laboratory controls do not include the establishment of scientifically sound and appropriate 
specifications and test procedures designed to assure that in-process m aterials and dmg products 
confonn to appropriate standards of identity, strength, quality and purity. 

Specifically, there was a lack of sufficient analytical method inf01mation to ensure.,. ........,.,•. identity, 
quality, purity, strength, and/or potency of the finished dmg product, , before 
distribution for clinical studies. 

A. Test method LTP0129 • 
- Inserts, rev OOOTeffective date 0470872013) and rev 001 (effective date 1172672<"X0-.13-..,~,.-­
was only qualified without full execution of method validation . In addition, there were method 
changes of gradient profile and n m time for LTP0129 rev 002 (effective dated 08/26/2014). 
However, no method validation or comparability study was executed for LTP0129 rev 002. 
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was not m 
r---...,.,,_~~:.... LTP0192-R-0192 rev 001 dated 

C. Dissolution method validation (RPT1279 rev 000 dated failed validation for method 
and inten nediate precision and (b) (4) 

profiles including
o;:....=:..;-"'!"

test of clinical and registration VO.t\,..l H ,;) 

D . 

cmmt 
peak that 

i6j~r.J Same behavior wasL.---.-....1'~~'!-:=~ 
Identified by the analyst as placebo ,..,...•.•..,..,.....,....-"., to the same peaks of 

Ullirno,wn nnpm1ties at (b) (4) ) for test conducted on for placebo sample PL-1 6­
0298-01 in which most of the peaks identified as placebo show retention times as the 
peaks of interest. 

E. lmit failed to detect deficiencies in test method LTP0121, revision 002 
such as the lack of amount of 

and . Even more, the 
cumulative amount of dmg substance 
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FOOD AND DRUG ADMINISTRATION 
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dissolved at specified time points that requires a conection by volume in order to consider the 
ammmt of sample extracted at each pull time. For are taken at each 
then the final volume prior to last time 
as indicated in the f01mula (i.e. 
for all pull time intervals. The sa~--me ~---~~~~----~~~een usmg 
value without considering the cumulative ammmt of dmg substance dissolved at ..--...,~ 
This method has been used for the evaluation of the dm release issolution test) in the 
submission batches ltiJJQJ and RQJI of USP Capsules • 

II 

F. 	 Unit failed to assess the va.riab-rrved for the different 

in 	 USP, • ~o~ submission batches 

----=--- , conesponding to the Dissolution LH... .....~.,

for the dissolution profiles, enatic 

• 

• 

(b) (4) • 


• 


• 


For Batch (b) (4) Stability studies a (b) (4) for the dissolution profiles, erratic 
behavior was observed at the dissolution pull times as follows: 

• 	 (b) (4) 
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• 

(b) (4) • 

• 

• 

G. Test Method LTP0114 "Cleaning Verification of (b) (4) was not validated 
to · clinical batches of (b) (4) capsules 

thm manufactured in shared manufacnu·oilrnent between • " 
. In analytical test method validated on • ~ (RPT1167) was not 

possible interference and/or degradation ofAPI residues in the swab samples that 
may be impacted by the deter residue for the specified API peaks when the cleaning 
detergent was changed from on 1122/15. 

Ml 

H . Your test procedure LTP0122 "Cleaning Verification of does not indicate the 
stability of swab samples collected from the manufacnu·ing after execution of the 
cleaning process. Specifically, during review ofTR14-0424 -QJI, 
it was observed that swab samples were collected on samphng pomts 
but they were not tested lmtil next day ~ ttDICJ)). of results is uncertain due to 
lack of evidence to support the swab samples stability over the day of collection. 

I. The acceptance criterion of absence am,reak for identification test by ' ' for placebo 
batches using the assay test methods • ~ and ltDICJJ is subjective without specifying the 
detection level as one of the acceptanc~ecification in order to ensure the absence 
of residual APis in placebo batches of - Inse1is and (b) (4) 
capsules used in clinical trials. 

OBSERVATION 2 

AMENDMENT 1 

SEE REVERSE 
OF THIS PAGE 
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DEPART!\fi:NT OF HEALTH AND HUMAi'l SERVICES 

FOOD AND DRUG ADMINISTRATION 


The written stability program for dmg products does not include reliable, meaningful and specific test 
methods. 

Specifically, there were constant changes of the analytical test methods used in the stability program for 
manufactured products dm1ng the execution of stability studies without having a scientific rationale 
and/or appropriate justifications. For example, 

A. 	 investigational method for Assay of (b) (4) Inserts without having a 
method validation was used in the analysis of stability samples 
• Batch at time point under stability stOit~·a~geeCO:ndi~;
(TR # 14-1 	 (TR # 14-1748). The revised assa od 
preparation method m a significantly higher assay value by • " 
 compared to data 
obtained fi:om the on ginal sample preparation which was in favor of obtaining fJfiSsiftg higher 

test results as evidenced by RTP1233 rev 000 datedBQJI. Only the mefe favefaele higher 

assay values were rep01ted in the Stability Summmy Rep01t. 


AntmiCJ) 

B. Test method for related compounds was ...u.:.u~~"'u 
to method effective 

, Batch 
compm·ed to u•l'S.u'-'• 

to the · 
where it states 

D. Method for Assay Capsules" revision 
tlnu revision 004 em::lcn validated prior to 

SEE REVERSE 
OF THIS PAGE 

FORM FDA 483 (09/08) 
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release and stability testin of clinical batches. Some of the significant changes in the revisions 
included different conditions, and different sample and mobile phase 
preparation . 

OBSERVATION 3 
Laboratory records do not include complete data derived from all tests, examinations and assay 
necessary to assure comp lian ce with established specifications an d standards. 

Specifically, 

A. 	 The official assay release test data for 

(TR # 14-1252) and 

t •o<>n l"\t'f<>rt to be U TtT• ntn ~1e~~¥cm

assay test results at release 
on stability (TR # 14-0914) were not recorded in the 

Ce1iificate of Analysis and/or stability rep01i summmy for clinical batches. 

AMENDMENT 1 

SEE REVERSE 

OF THIS PAGE 


EMPLOYEE(S) SIGNATURE DATE ISSUED 

I lea na Barreto - Pettit, I nvestigato r l /20/201 7 
Jennifer L Huntingt on , Inves t i gat or 
Ivis L Negron To rres , Chemi s t / Bi ol ogi s t 
Jingbo Xiao, FDA Center Emp l oyee or 
Employee of Ot he r Federa l Agenci es 

FORM FDA 483 (09/08) PREVIOUS EDmON OBSOLEJE INSPECTIONAL OBSERVATIONS 	 PAGE 6 OF 13 PAGES 



DEPART!\fi:NT OF HEALTH AND H UMAi'l SE R VICES 
FOODAND DRUG ADMINISTRATION 
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TR # 14-0288 i(b) (4) Batch # (b) (4) ). 
[ti)IIJ] integration process w~as~~:~ appr­ ustification or documentation as 

Inserts, • ~ , Batch # (b) (4) - TR # 13-0953 -"--.. 

C. There was an exclusion of possible placebo peaks without appropriate justification or 
documentation of size for of related test method LTP0129 WJIQ] 

~~:!!.!!:::.:!..;!In~.seiis, rev 002 
______, Inse1i s, . , 

OBSERVATION 4 
Backup data is not assured as exact, complete and secure from alteration, erasure or loss through 
keeping hard copy or altemate systems. 

Specifically, 

A. of TR# 14-1273 Inselis Placebo, 
and TR # 14-1296 

TR# 14-

the ill 

B. RDJOJ..# (b) (4) of TR# 13-0737 
Batch #~ was not appropriately stored in the 

AMENDMENT 1 
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OF THIS PAGE 
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for~ in Suite iil 

C. During the review of elecu·onic raw data on 1120/ 17, it was found that a p01iable drive containing 
files ofraw data was found within the around May 2016. These fil es 
were into the [ti)IIJ] by the 
Head of Lab Systems once the was However, your to investigate the 
content of these files to detennine if they were back-up files or additional test fil es not stored in 
th e designated- as in th e case of Observation 4.A above. 

Q UALITY SYSTEM 

OBSERVATION 5 
There is a failure to thoroughly review any unexplained discrepancy and the failure of a batch or any of 
its components to meet any of its specifications whether or not the batch has been already disu·ibuted. 

Specifically, your Quality Control Unit (QCU) failed to fully investigate product stability failures for 
tests such as assay, related compmmds, and dissolution for the following finished dm g products used in 
[ti)IU Clinical Trials and regisu·ation batches in supp01i of the following New Dmg Application 
(NDAs) and fuvestigational New Dmgs (INDs) and take timely and appropriate conective and 
preventive actions . For example, 

A (b) (4) -­fuse1is) 

The QC unit failed to perf01m appropriate investigations as per SOP#QC0018 " Out of 
Specification, Out of Trend and a Typical Result fuvestigation." For example, 

a) There was a clear u·end of decrease of assay from (b) (4) under 
stability storage condition ofiG)IQJ and from (b) (4) ) under 

AMENDMENT 1 

SEE REVERSE 
OF THIS PAGE 

EMPLOYEE(S) SIGNATURE 
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DEPART!\fi:NT OF HEALTH AND H UMAi'l SERVICES 
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D ISTRICT ADDRESS AND PHONE NUMBER 

555 Winderly Place, Suit e 200 
Mait land, FL 32751 
(407) 475 -4 700 Fax : (407) 475 -4 768 

NAME AND TITLE OF INDM OUAL TO WHOM REPORT ISSUED 

Dr . Frederick D. Sancili o , Presi dent and CEO 

DATE(S) OF INSPECTION 

l /9/201 7- 1 /20/201 7* 
FEJNUMBER 

20000271 40 

F IRM NAME STREET ADDRESS 

Sancilio & Company, I nc . 3874 Fiscal Ct St e 200 
C ITY. STATE. ZIP CODE. COUfflRY TYPE ESTABLISHMENT INSPECTED 
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Inse1t s, [@Qil Batch # 
new sample preparation method I 
respectively. No investigations for 

b) 

storage condition of 
these atypical or OOT data 

B. (b) (4) - Capsules for[ti)JIJJ Clinical Studies 

D . 

as cross-contamination with 
cleaner used on manufacturing since 1122/15 (CAPA 16-038), 

metals and palladium content in API (CAPA 16-040) . 
However, the investigation was not extended to manufactured within the same 
manufacturing equipment cleaned with and the CAP As have not been closed 
in order to implement adequate conective and preventive action. 

AMENDMENT 1 

EMPLOYEE(S) SIGNATURE DATE ISSUED 
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IO)IIJJ at (b) (4) Manufacturing investigation was opened 7 months
after OOS 15-041 was closed on 9/17/15. A later investigation OOS 16-019 was added to 
the investigation on 4/22116. As the manufacturing investigation is still open, your fum has 
failed to identify the root cause of these failures during stability in a timely manner. 

F . DEV-PN0082-54 opened late on 5/18/ 16 for an OOS that occmTed on 3/8/16 and is still open 
8 months later for the failure of lot iGJICJJI for dissolution . The investigation identified 
the root cause as crosslinking; however, the investigation is still open and there is no 
evidence that con ective and preventive action specified in the investigation has been 
completed. 

G . 16-024 for the mix-up of expired and stability samples dm ing testing of 
did not dete1mine if any of the missing expired 

ed for s~ng. In addition, we observed 13 blister·s of 
caps, lot • r; in Stability Chambeu • r; ) on of 

~.~-,:-o:...n-e~.-..----:----:' · larger capsu es of a darker color mixed w1tli faded ~...... uu·~~ 
capsules labeled with the same lot number. There was no investigation into this discrepancy 
in capsule size and labeling. 

H . Manufacturing investigations DEV-PN0082-55, 58 & 60 opened between 6/20/16 and 

IO)JCJJ
9/29/16 for 

)
OOS results for capsules (lot # (b) (4) &
dm1ng stability have not been conducted to dete1mine the root cause of the 

failures. 

OBSERVATION 6 
The written stability testing program is not followed. 
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Specifically, your fum failed to follow SOP QCA0065 "Stability Program" in that: 

A. Your fitm failed to follow the established timeframes for 
• Insetis, 

testing and QA ~~~"7,w~a~s-;;;;;;-;;r,~~~ 
them from the stability chambers. 

B. The inventory of samples in Stability Chamber • was not accurately 
maintained and investigations were not conductea wlien aiscrepanctes in invent01y were found. 
For example, 

a. (b) (4) Capsules ~--~ lot (b) (4) 6-count blisters were placed 
within the chamber on a recount ofproduct on tfB showed only ill 6­
count blisters without any samples being pullea . 

b. 

c. lot (b) (4) 6-count blisters were placed 
~r-.-~ a recount ofproauct on [tiJIU showed only ill 6­

count blisters without ao~~mJnernrn,g any samples being pulled. 

FACILITIES AND EQUIPMENT SYSTEM 

OBSERVATION 7 

AMENDMENT 1 

SEE REVERSE 
OF THIS PAGE 
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Equipment used in the manufacture, processing, packing or holding of dmg products is not of 
appropriate design and of adequate size to facilitate operations for its intended use. 

A. Stainless steel - tank with- needed for compmmding the fill mass. 

B. (b) (4) in the processing areas to prevent degradation of (b) (4) API due to light 
exposure. 

OBSERVATION 8 
Written procedures are not followed for the cleaning and maintenance of equipment, including utensils, 
used in the manufacture, processing, packing or holding of a dm g product. 

Specifically, 

A. Tanks in Room l it was obsetved 
•n ;.:.;.,..uas out of setv ice smce 7/ 19/16. 

Cleaning, and 
Pump" requires a fmal rinse 

intetv iew with a production 
ofRoom l and 

.-..•.u•a.•-.. orc>ce<mn~s) to 
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B. Residual water was observed at the bottom of the-~ Tank (SCI 12065) upon 
inspection of this tank on 1118/17. According to the tank's clean tag and logbook, the tank was 
major clean ed on 1111117; however, cleaning procedures (step 27) in SOP PRD0108 were not 
followed in that the tank was not verified as dry before tagging it an d closing its hatch. 

*DATES OF INSPECTION 
1109/2017(Mon),1110/2017(Tue),111112017(Wed) ,1112/2017(Thu) ,1113/2017(Fri),1117/2017(Tue),1/18/ 
2017(Wed),1119/2017(Thu),1120/2017(Fri) 

1/20/1ll17 

IX Jennifer L Huntington X !vis L Negron Torres 

1/20/2017 

Jennifer ll-+..ntingttn 

lnwstiga"" 
Signed by: lEnrife< L 1\ntingo>n ·5 

Ms l Negron Torres 

0-e.....BK>IogOt 
S;gned 17,<: M< L Negron Tor.-.s ·S 
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