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This document lists observations made by the FDA representative(s) during the inspection ofyour facility. They are inspectional 
observations, and do not represent a final Agency detemiination regarding your compliance. Ifyou have an objection regarding an 
observation, or have in1plemented, or plan to implement, corrective action in response to an observation, you may discuss the objection or 
action with the FDA representative{s) during the inspection or subrit this infonnation to FDA at the address above. Ifyou have any 
questions, please contact FDA at the phone number and address above. 

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED: 
OBSERVATION 1 
fuvestigations of an unexplained discrepancy and a failure of a batch or any of its components to meet 
any of its specifications did not extend to other batches of the same diu g product and other di11g 
products that may have been associated with the specific failure or discrepancy. 

1.fuvestigations of out of specification (OOS) assay and dissolution results that led to the rejections of 
4tablet batches identified a lack of control over compression machine settings including fb) < > I 

and compaction force as a root cause. These investigations were not extended to all tablet products 
to ensure appropriate limits were set and that similar variations in machine settings had not resulted 
in the acceptance of tablets that did not meet specifications. For example: 

a.fuvestigation APL Unit 07 /INV /007121 was opened March 17, 2021, when batch 'b)(4) j of 
fb><4 

> Tablets USP ~) mg did not meet the specification for assay of ~~~- :(b) <4) % with a 
result of I~ %. The bate~ was rejected. The inve~tigation identified the 'root cause as the 

4increase of the ~b) < > I during compression to ~6J (4) , causing segregation of (bl (..J)7 
4powder. The batch record did not have established limits for ~u, < ) l. 

A hypothesis study showed that increasing (b) (..J) I during compression to fb) <4)7 or 
higher could generate tablets meeting all in-process specifications. However, the po1i ions of 

4>batches manufactured during the trial with ~b) <4) ·7 that were increased to l(b) < 7 or 
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higher produced tablets that did not meet assay requirements. The investigation included no 
retrospective review of compression PLC data to determine iflb) <4) during manufacturing 
for all l6ll4) batches within expi1y may have caused the same variable assay results within 
a batch. 

As pa1t of the con ective and preventive actions, (b) <4) limits of NMT (b) <4) were 
established for all strengths of tt>ll4) Tablets USP. The investigation di not evaluate 

4previous batches within ex ~ which used a hi er tb) < ) includin November 2020 
4 

batches lb) < ) ----------------------- that used a (b) (4) 

The preventive action to implement the ~bll4) limit was not exte~ded to other tablet 
4products manufactured for the US market, which did not have established (b) < ) limits. 

Additionally, there was no review extended to PLC compression data for any other tablet product 
to detennine if similar excessive lb) <4).---- may have caused variable assay values within a 
batch for other low dose tablets, (t,, ,.., compression tablets, or any other tablet produced for the 
US market. 

b.fuvesti ation APL Unit 07/INV/014/20 was opened June 27, 2020, when batch (b)(4
) .-•.- of 

4
tb) < ) and 6ll4) Tablets tmgtJ~:rp~ id not meet the specification of 
(~) _(b) <4) % for (b) <4) with a result of1<~! (% . . The batch was rejected. The 

4~J vestigation identified the root cause to be the use of a 11i~h (b) < ) on the compression 
machine that caused segregation oflb) <4) material. 

As a conective action, (b) <4) limits were proposed for tt>ll4) and tt>ll4) 

lb) <4) Tablets. The investigation included no retrospective review of compressi-on_ m_a_c"h-.,..in-e 
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4

4

4PLC data to dete1mine if high fb) (.if) J impacted other batches of fb) < > I and 
lb) (4) 

4

ITablets or any other tablet product that was within expny. l 

4c.fuvestigatio] APL Unit 07 /INV /15/20 was opened August 8, 2020, when batch ~b) ( ) I of 
lb) < > to be used in fb) < > Capsules ( mg was out of 
specification for content unifo1mity during in-process testing of the (b> < > . The batch was 

4

rejected. The investigation identified that variation of the compression machine fb) < > I 
4>caused segregation within thefbl < 7, causing the OOS result for content unifo1mity. 

The investigation was not able to identify the ~b) < > i used during the manufacturing. No 
further inves~fl'tion was conducted to dete1mine what fbl 4

) I would cause segregation 
within thefb) (4) . 

,This invest] ation was not extended to review of all other tablet products that had no established 
(b) < > to dete1mine if similar variations in (b) (.if) Ihad caused po1iions of the batch 
to be out of specification. 

4

4

d.~vestigation APL Unit 07/INV/014/21 was opened June h2021, when batch (b)(4) I of 
4 

fbH > I Tablets USP ~! m====J°ut of specification for 
dissolution. The batch was rejected along with batch (b) <4> , which was considered 
borderline, but meeting dissolution specification at the L3 stage. The investigation identified the 
root cause to be low hardness due to low compaction force causing faster release of the dmg. 

4Limits foqCb) < > Icompaction force had not been established. 

During manufacturing of the two rejected batches, the PLC compaction data showed the }~i 
fb) (4) I force was ~~~ kN for po1iions of the manufacturing. The PLC data was only 
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4 4reviewed for batches in the same campaigii, however batch (b) < > and tb) < > also 
had portions of the batch with a r.: kN ll>H4> force result. The investigatio~ dr s not 
thoroughly evaluate whether the po1iions of these other batches without ~6)l4 

> would 
4have met all dissolution specifications. Batches (b) < > and lb>l4> were re eased and 

shipped to the US market. 

An activity qualification FU?-MISC-ACTR-0094 was conducted to evaluate hardness limits. It 
4identified the hardness range for the product should be}~! -!bl kp. Dming_tb>< > , 29.3% 

4of the !~~ in-process checks had hardness values below I~! }q;.During lb) < ) , 38.5% of 
the ~~! in-process checks had hardness values below~~ kp. Additionafly, other released 
batc~es had in- rocess hardness results below~~! kp for at least 40% of the in-process checks 
including: (b)(4) (41.4%), lb)(4) . (40.3%), lb>l4) (43.7%), (b)(4) 

(46.8%), and 1u' 1"' (43.7%). -----

4There was no review of PLC data for all lb) < > Tablets USP 
batches within expiiy or for other tablet products to determine if po1iions of other batches may 

4have been impacted by low tb) < > compaction forces, causing lower hardness 
and variation in the dissolution rate within a po1iion of the batch. 

4e.~vesti ation APL Unit 07/INV/003/20 was opened Januaiy 28, 2020, whe,n batch tbll ) of 
(b) <4> and (b) <4> Tablets I6J ;(b) mg did not meet the 
d. 1 . .fi . h b h . d Th . . . <4>d C 

4)fi d h1sso ut10n spec1 1cabon. T e ate was reJecte . e mvesbgabon 1 enb 1e t e root cause as 
low compaction force during compression resulting in tablets that were meeting in-process 
specifications, but had lower hardness and lower weight than the target. The less compacted 

4
tb) < > in these tablets released the dmg faster, resulting in the dissolution failure. This root 

4cause implicated a po1iion of the batch, tablets produced from tbll4) to (b) < > on December 
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422, 2019, when the (b){ ) compression force was lower and in-process checks showed the tablets 
met specifications, but had lower hardness and weight results than the rest of the batch. 

4There was no established limit for setting the lb) < > compaction force on the compression 
4machine. The preventive action was to establish Iimits for the tb) < > compaction force for this 

product, but this was not extended to all other tablet products, which still do not have established 
compaction force limits. 

A hypothesis study during the investigation confnmed low compaction force tablets led to tablets 
with a faster diug release and tablets with high compaction force led to tablets with slower diuJ 
release. The investigation did not include a review of PLC data for all batches of (b) (.J) 
and ~b)l4) I Tablets within expiiy or any other products to 
dete1mine if operator changes to compaction force set points during a batch could have caused 
the acceptance of tablets that would not meet dissolution specifications for a subset of the batch. 

f.Investigation APL Unit 07/INV/004/20 was opened Febmaiy 6~2020, whe11 batches ~b){.J) 
4j Tablets USP lb) mg and (b) < > 

Tab ets USP l!~ mg fa il~d dissolution. The batches were 
4,rejected. The investigation identified the root cause as a cumulative effect of more (b) < > in the 

4(b) < > along with less compaction force applied during compression. 

4The investigation was not extended to evaluate PLC compaction force data for all ~b) < >

I Tablet batches within expiiy or any other tablet product to 
dete1mine if similar low compaction forces impacted dissolution rates in a portion of the batch. 

2.Investigation APL Unit 07 /INV/020/20-02 was opened December 22, 2020, when batches 
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4 4lb) < > .-.-- of b) < > Tablets iled 
dissolution. The investigation identified a coarser pa1t icle size in supplier bate ........--.• of 

4tb) < > , which is used as a tbll4) e investigation 1 enh 1ed 
this coarser parhc e size caused uneven dis ~~-~b) <4>_-_,____ stage and less (b) (.J) to 
the API and other (b) <4) ______, which e to fast diug release and 
variability in disso ution. 

The iinQacted tbll4l vendor batch t6>l 4) was used to manufacture l(b) batches of 
lb) (4) Tablets ~ mg. In addition to the three OOS batches, th~~e were (b) 

et been released and all were rejected. lb) <4) batches (~b) <4) 

had already been released. The investigation concludes there was no unpact to the 
released batches based on pass~-& finished product dissolution test~-& results including~~ batches 
that passed at the L3 stage, t~ij batches at the L2 stage, and [~ubatch at the Ll stage. The 
investigation does not justify tfie conclusion that this raw material found to cause faster diug release 
and variability in dissolution would not have iinpacted the released batches. 

3.Investigation lAPL Unit 07/INV/013/20 was opened August 3, 2020, w.hen batch (b) (.J) of 
4 4lb) < > and b) < > Capsules USP ~ mglm mg failed for unspecified organic 

impurities and was rejected. The investigation identified the root cause as cross contamination from 
4 4the previous product, '(6)l ) Capsules, due to inadequate cleaning of the holes in the tb) < ) 

used during encapsu at10n. The investigation did not verify the hypothesis by detennmmg iJ the 
previous product would cause a chromatography peak consistent with the OOS result. 

4The holes in the lbll ) had not been analytically evaluated during the cleaning validation and 
were not reevaluated after the findings of this investigation. Additionally, there was no evaluation to 
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detennine if the anal ical methods for other products manufactured on the same shared equipment 
4 4including (b) (.J) ICapsules, fb) < > ~ Capsules, ~b) < > I 

4Capsules, ~b) <4) I Capsules, and ~b) < ) Capsules would have detected similar 
cross contammabon it present. 

,fuvestigation AP~ Unit 07/INV/012/21 was opened April 26, 2021~ when batch fbH4 
> I of 

4fb) < > and ~bll4) I Capsules USP l~! m~ b) mg failed for an unspecified 
organic impurity at the same retention time as (bl (.J) !-'~Tue ba~h was rejected. The root cause 

4was again atti·ibuted toE4 
> ___J cross contamination related to the lb) < > ~ sed during 

4encapsulation. The investigation did not analytically verify the peak was from (b) < > or ensure 
the analytical methods for other products manufactured on the same shared equipment would have 
detected similar cross contamination ifpresent. 

4.Product Non-Confo1mance (PNC) investigations have not thoroughly investigated root causes and 
implemented preventive actions to prevent events that lead to disregarding of analytical 

4chromatography data . For example, PNC trending foq(b) <4) l~(b) < > Ishows: 

a.85 PNCs opened related to HPLC insbuments including 29 instrument failures, 28 communication 
failures, and 7 carousel malfunctions. 

to ~b) (4) b.44 PNCs opened related I standard failures, resulting m the disregarding of 
chromatography data . 

fudividual PNC records did not identify con ective or preventive actions. 
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There are no written procedures for production and process controls designed to assure that the diug 
products have the identity, strength, quality, and purity they purpo1i or are represented to possess. 

Parameters including (b) < 
4 
> .---..---. and (b) < 

4 
> compaction force, which 

can impact the variability within a batch, have not been established as pa1i of process validation studies 
for any tablet product other than (b) (..J) Tablets USP. 

1. Values for lb) <4> _L__ ___, ____ and compaction force are 
documented on t e "Monitoring or c ritical Process Parameters During Compression" fo1m in the 
batch record. This fo1m in the batch records for the following products had no limits and the 

cess validation repo1is did not addi·ess these compression machine ammeters: 
§ USP <~rl!!!&J(b)(..J) Tablets U g· lb>l4) 

(4) lets 4> - T-a"""bl'""e-ts_,,u...s~p- (b) 
-- . ' 
4 

g; (b) < ..-=-.-.•-="'=' lets 
4 

.---- p 1~~! mgjb) < > ~----.·-, ablets US mg; 
ablets USP~ ~mg; an (b) (..J) Tablets mg. 

2. Process validations initiated after September of 2020 have included proposed lb) <4> 

, and (b) (..J) compaction force but have only pro_p_o_s_e"""d- '"""'t_e_n-ta_t,...iv.....e 
limits" until historical data can be gathered. Other than I6>l 4> , no limits have been finalized 
for any tablet product. The process validations studies o not include specific sampling and 
analytical data to demonstrate unifo1m tablets are produced at the proposed ranges for these 
compression machine settings. Until being finalized, the ranges are only "tentative limits" and 
the operators can operate the compression machines outside of these limits without initiating any 
type of investigation. For example: 
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a. tb) <4l Tablets USP 1!~~ mg, batch lbll4l . At the 3:48 in-process check on 
Aeril_l 5 2022 the l6Jl 4l was lbll4l 

mpared to a limit of 

bll4l com ared to a limit 
of (b) <4) ___; the (b) <4) was lUJ l'+J ared to a limit ; and 

kN 101 i-+icompression force was 1lu) .(4 ) 

. At the 3 :20 in- rocess 
and fbl (4) 

C. Tabl atch tbl <4l m-process 
compared2 th (.ifl.,....,......,__...____, 

a limit of (6) <4) ompre 
UJ l'+J '+} comeared to 
orce was b) <4 and ~b) kN 

--- ( --- ,(4) 
compared to a . 

3. The establishment of limits for (b)(4) , and (b)(4) 

compaction force were proposed to be added to existing commercialized batch records without 
requiring additional validation studies according to protocol FU7-UNITVII-ACQP-0281, 
effective November 6, 2020. The protocol proposed using historical data from }~~ batches to set 
limits, though no limits have been established as a result of the protocol as of May 9, 2022. 

The protocol does not require additional sampling or analytical data to show the historical ranges 
would produce tablets meeting all fmished product specifications at the higher and lower end of 
the proposed ranges. 
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4. ~b) (4) I limits were established for ~6Jl4) I Tablets of~6ll4l I 
based on historical data, but no validation studies to show these ranges are appropriate were 
conducted. 

OBSERVATION 3 
Batch production and control records do not include complete info1mation relating to the production and 
control of each batch. 

During tablet compression, the machines are set to reject tablets above or below a set percentage of the 
~ ] compression force setting. If the percentage limits are not properly set, the compression machine 
could accept tablets that may not meet all specifications. The limits are set by production supervisors 
during machine set-up and can be changed by the supervisor at any time during manufacturing. 

The batch records and written procedures do not include any instructions for setting these rejection 
limits. For all tablet products distributed to the US, the rejection percentages are captured in the machine 
PLC data, but there is no documentation in the batch records of how the limits were set, who set them, 
whether they were changed during processing, or review by quality personnel to dete1mine if the limits 
were established conectly in order to reject tablets with low or high compaction forces that would not 
meet all specifications. 

OBSERVATION 4 
The written stability testing program is not followed. 
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4Stability samples are not tested and approved within lb) < ) r--.... - -.. --..- of the stability withdraw date for 
4assay and impurity methods and within (b) < ) for all other tests as required by procedure 

FU7-QC-GEN-032. For example, on May 6, 2022, there were 431 stability samples that had been 
removed from the stability chambers at leas t 30 working days earlier which had not yet been completed. 
Examples include: 

1. tb)(4) Tablets USP batch (b)(4) , 12-month time point 
with a pull date of March 3, 2022. None of the testing is approved and the dissolution testing is 
not yet complete. The dissolution failed the Ll stage on March 26, 2022. L2 testing was initiated 
on April 11, 2022, but an instrnment failure caused the testing to be invalidated. Re-testing for 
L2 had not been initiated as of May 9, 2022. 

2. lb) <4l and (bl <4l ,....______ ______ Tablets 
4USPl!L __fing7I~l mg, batch (b) < ) , 24-month time pomt with a puflctate of Febrnaiy 

11, 2022. The dissolution testing was not initiated until April 21, 2022, and did not meet the L I 
criteria. The L2 test had not been initiated as of May 9, 2022. 

3. lb) <4) Tablets~l mg, batch b) <4) , 12-month time point with a pull date of Mai·ch 6, 
2022. None of the testing was approved and the dissolution testing had not yet been initiated. 

4. lb) <4) Capsules, batch b) <4) , 18-month time point with a pull 
date orMarch 4, 2022. None of the testing was approved and the dissolution testing had not yet 
been initiated. 

5. lb) <4) Suspension ~b g, batch lb) <4) , 24-month time point, with 
a puftdate of Mai·ch 9, 2022. None of the testing was approved and the assay and total titratable 
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fb) <4>7 testing had not yet been initiated. 

~b) <4r7 product non-confo1mance (PNC) repo1is have been opened to document stability samples that 
were not tested within established time frames. For example, the number of overdue stability samples 
documented in previous PNC lb) <4> repo1i s include Januaiy 2022 (496 late samples), December 2021 
(270 late samples), and November 2021 (148 late samples). No preventive actions have been 
implemented as paii of these previous PNC repo1is to ensure stability samples are tested according to the 
established procedure. 

OBSERVATION 5 
Appropriate controls ai·e not exercised over computers or related systems to assure that changes in 
master production and control records or other records are instituted only by authorized personnel. 

Analysts can delete results from the ABT software used to perfo1m Inicrobial identification. 
Additionally, the laborato1y personnel did not know how to access the audit trail for the software. Fo1m 
FU7-QC-FORM-0164 "Standalone Instmments Audit Trail Checklist" was completed March 25, 2022. 
The reviewer indicated the audit trail was enabled and there was no data deletion or modification. At 
that time, the reviewer did not know how to access the audit trail. 

OBSERVATION 6 
Equipment used in the manufacture, processing, packing or holding of dmg products is not of 
appropriate design to facilitate operations for its intended use. 

1.Tp.e PLC for bft4>1 Machine #7 displayed "O" for the ~bll4) I during batch ~bll4) I of 
fb) <4> Tablets ~ mg on May 2, 2022. For in-process checks, the operators record the 
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4pre-batch reading for eve1y time point. ~b) < > I is identified as a critical process parameter for 
this product. 

4>2.The l(b) < 7 Machine #7 PLC dis~ s data in real time but has been configured to j nly record 
process monitoring data ~bll4) . On May 2, 2022, the bll4) , a critical 

4process parameter, was observed outside the established limit of (b) < ) , with a value of 
fb> <4>7 during the manufacturing of batch ~b) <4) Ioffbl <4) Tablets t mg. This 

4was not captured during manual operator checks, the data recorded by the PLC at fb) < ) I 
intervals, or an ala1m. 
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