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This document lists observations made by the FDA representative(s) during the inspection of yotu· facility. They are inspectional 
observations, and do not represent a final Agency detennination regarding yotu· compliance. If you 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 with the FDA representative{s) dming 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 WE OBSERVED: 
OBSERVATION 1 
The accmacy, specificity and reproducibility of test methods have not been established and documented. 

Specifically, 

The accuracy, specificity, and reproducibility of DYNALABS "core" methods (DLMs) are developed using USP
sourced active phrumaceutical ingredients (APis) and are not established for individual customer's unique 
finished dose drng fo1mulations. 

Your fnm's management stated that all "core" DLMs were validated on USP-sourced API without using a 
customer-specific finished dose drug fo1mulation in the validation work. This includes: 

• Method Validation DLM b) (.J) Lidocaine HCl 
• Method Validation DLM lt>)l.JfEpinephrine 
• Method Validation DLM Triamcinolone Acetonide 

A) The accuracy and specificity of your "core" DLMs do not assess the customer's fo1mulated API in the 
presence of expected components such as excipients, degradants, or impurities that may be found in each 
customer's unique finished dose drug fo1mulation. The lack of accuracy and specificity in "core" DLMs 
has led your fnm to offer procedures such as '~6f<"J7• and P>>l.J) I to all customers who 
have not paid for validation extensions, including 503B customers. 
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For example, your fnm initiated a testing policy allowing customers to submit samples for potency testing 
on finished dose chug product fo1mulations that "do not have a validation on file ." Your fnm created a 
procedure for this policy, summarized in the document CHM 12, Laboratorv Event Investig_ations, that 
states: "For co-elution samples, > (..f) 

P>H-l> i ' 

Since Febrna1y, 2019, use of these "core" DLMs on customer's finished dose chug product samples has 
resulted in approximately 114 laborato1y event investigations (LEis) for co-elution of peaks, for at least 
30 different API-specific "core" DLMs, such as: 

Amlodipine DLM~f<-l)7 
Benzyl Alcohol DLM Cb) (4) 

Bupivacaine DL~ 
Bupivacaine HCL DL ~bf(~~ 
Choline Chloride , DLM(b) <4> 

Cyanocobalamin DLM{b>l4> I . 
Dexamethasone Sodium Phos,JJ.hate DL~ 
Doxycycline Hyclate DLM(<l>J 4<)7 
Epinephrine DLM bf(..f 
Estradiol DLM t>>l4>

4Estrone DLM fb) <
 

> 

Fentanyl Citrate DLM ~ 
Glycopynolate DLM(~ 
Labetalol DLM~b>l4> 

Leuprolide Acetate.~ p>rl'l7 
L'd . DLM bH4

1 ocame > 

Methionine , DLM b) <4> 
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Triamcinolone Acetonide, DL .. -'-1, _ ___. 

V ancomycin DLM 4Cb) < > 

These LEis also demo
I
n
-" 
strate that co-elution issues may remain unresolved despite manipulation of your 

•rc1>n4r For exa1!!]2le, LEI 234 and LEI 238 were opened to investigate co-elution res~llts 
foranEprneplirrne nm for 6> <4> %/ fC-l %/ ~6} I6ll41 # 6> <4 Lot l (..f) A .. ~bl 

@l{..f) . --- (Al , . fA\ 
u, ' was performed and the co-elution the E ine liim e ealc 4b) < > . 

Tlil! analyst performed a ~b) (..f) 
H4> passing potency/pmity result for Epinephrine, sample W-1-120, using 

these mns, was released to the client on 5/30/2019. 

Finally, document CHM 12, Laboratory Event Investif!ations, also states bf(..fJ 

---------------------------------I " 
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LEI 72 was O])ened on 3/6/19 to investigate co-elution (:II) I for API Omeprazole 
using DLM>~:11) A Chemistrv Lead emailed a Technical Se1v1ces representative to contact the client for 
a_p_J)roval to ' 4b)( ) I." A subseauent email states that "Customer has aoeroved ... " and 
lb) (<l1 I for 
tlie fo1mulatea API, Omeprazole. Passmg potency/purity results for Omeprazole, usmg tlus nm, were 
released to the client on 3/22/2019. 

inr! 

B) Precision of your "core" DLMs does not include a study of intra-laborato1y variation or repeatable results 
for any customer 's unique finished dose drng fo1mulation. Film management stated that all inte1m ediate 
precision perfo1m ed for DLMs used USP-sourced API without using a customer-specific fmished dose 
drng fo1mulation in the validation work. 

For example, the following DLMs were validated on USP-grade API without using a customer-specific 
finished dose diug fo1mulation to pe1fo1m inte1mediate precision of these methods: 

6Method Validation DLM~ fl4)),idocaine HCl • 
Method Validation DLM 6f('I Epinephrine • 

6Method Validation DLM 4> < > Triamcinolone Acetonide • 

"Core" DLMs are gs~ to test finished dose diug product samples for 503B customers without validation 
extensions. At least~} ifferent 503B customers have submitted samples, for multiple finished dose dI11g product 
fo1mulations, and have not received any validation extensions for these fo1mulations. 

Your fnm could not provide a scientific justification for excluding finished dose diug product fo1mulations from 
the method validation of your "core" DLMs and your film could not provide any evidence that these "core" 
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DLMs were equivalent to or better than any of the USP methods afready available for various finished dose chug 
fo1mulations that you are testing. 

OBSERVATION 2 
The written stability program for mug products does not include reliable, meaningful and specific test 
methods. 

Specifically, 

DYNALABS method extensions rely o lb) (.J) I studies perfo1med on USP-!zrade APis to 
suppo1t the Ce1tificate of Analysis ("CoA") clarm: ~b) <4> 

I" However, DYNALABS does not challenge actual finished dose m11g product fo1mulations 
in either the "core" method'sP>f<.JJ I study or in the method extension validation study used 
to suppo1t this claim. 

,Fqr exam~le, in the "core" method validation for OLM •H~xifloxacin HCI, preparations of 
fl>J <4 4) I Solution (<bf< > b) <4> o mL Moxifloxacin RS, sourced from 
USP) were prepared and exposed to various 1'u' , .. , studies which included b) (.J) 

I 7rn t e method extension validation for 
Moxifloxacin HCl DLMJ b) <4> for Sample Lot #~b) <4> one finished mug product sample was 
prepared and injected~b>l4> on the HPLC and only the %RSD and sample recove1y was evaluated. A 
placebo lot provided by the customer was preJ)ared in duplicate and stored in the customer's 
container/closure system. One pre_Q was maintainedf6)l4) _ j fot.!l hours and the other prep 
was fb> <4>7 to ~ °C for at leas1m hours. Both were mjectea mto the }{PLC and evaluated for the 

t 
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presences of peak ~n.ir % of the peak height of the API in the standard injection. 

The same testing procedure was used in the following Method Extension Validations, wherein no actual 
finished dose chug product formulations were challenged: 

Method Extension Validation DLM i1'~-<4 ~~ docaine HCl, Sample Lot # 16)1 .il) • 
Method Extension Validation DLM 4 (b) (4) 

b)( ) idocaine HCl, Sample Lot # 4(b)( ) • ' f6}-<""1l 
Method Extension Validation DLM~ Epinephrine, Sample Lot #~6><4> • I 
Method Extension Validation DLM Ifif<4> Triamcinolone Acetonide, Sample Lot# • 
f6}-<""1 I 

At least bf(..f finished dose chu g product samples have been run as part of client-indicated time study 
requests for HPLC potency/purity analysis for 503B customers with method extensions. 

OBSERVATION 3 
Deviations from written specifications, standards, test procedures and laboratory mechanisms are not 
recorded and justified. 

Specifically, 

A) Microbiology analysts do not label plates with initials and conect dates. 
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For example, plates due for pulling from incubation for reading may have the wrong date. On 9/13/19 
and 9/18/19, a micro analyst at your fum was obse1ved not following SOP/MIC 45, specifically: 

Plates were pre-labelled' b)l.iJ) "and ' ,~, "and " In: Mar 08" and "Out: Mar 13" by 
an analyst plating dilutions for Cb) 4< > ~------- .-. Testing on 9/13/19._Each plate obse1ved 
had the inco1Tect " In:" and "Out:" iliites for mcubat1on. MIC 45 procedure step~}istates ~ 6> 4< >------, 

". Furthe1more, MIC 45 ste ,A? taies'the 
anal st 1s to ' (b) <4> 

." On 0911 8719, three fates were pre-laoelea~ b) (4) an 
4' (b) < > ana " In: 03/14", (2)' 6)1.iJ) __ ,, and " In: 03/14" and t~~--> ....,.._. ... " and 

" In: 03 14." Your fum could not provide a JUstificauon for using plates pre-labeled w1tfi Marc tes, 
for testing that was initiated in September. 

B) Your fum could not provide any justification for repo1ting results as USP compliant, even if only 6>l4> 

standard injections were used to quantitate a sample due to an injection failing system suitability. 

For exam le, CHM 03.15 Version 11 effective 1/23/2019 , states that 6 4> < > 

Samples W-1-1513 (Lot codelb) (.iJ) and W-1-1515 (Lot code 6 4> < > ) for BET AMETHASONE 
SODIUM PHOSPHATE 6MG7ML, received p~ 1/21/19, were testea for potency/purity using DLM 

I6>l41 (effective 11/16/2018) on 1/22/19. Only~!~t.andard injections were used to quantitate the sample 
results. These results were released to the client on 2/5/2019. 
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,
f
A_g.ditiona
6l 

ll:j1stmmen1~6J (<f~ Buprenorphine DLM ~ bf{.Jr--i was nm for lot 
4<1 , and system smtability failed the es~hed specfficatioii' for percent relative standard 

deviation (%RSD) due to a11 ~ection e1rnr with theCb) 4< } standard injection. This caused a failed 
specification that exceeded~~? Vo RSD. While Deviation D19-370 was initiated to b) (<fl ~ 

[ your film coulcl not provide any1ustffication for calculatmgfbl (4) 

I 
r 

Since Febmary, 2019, at least 120 other laborato1y investigations have been initiated for 

failing RSD due to Injection or Instmment Enor. 

C) CHM 03.15 Version 11 (effective 1/23/2019), 6.a., 6.b., and 6.c state that theEH4l .---.-._J 
I Your film could not provide 

any scientific justification for allowing individual analysts to 4~b) < > I validated 
methods. 

D) HPLC system quality control checks are not measured at suitable inte1vals to ensure the HPLC 
analytical systems are within limits for accuracy and precision. 

For exam:) Validation Extension for Moxifloxacin HCl (DLM[6.f<" for Sample Lot# 
I6Jl.i11 demonstrates an HPLcP>f<"J .J encompassini~4~ 'njections of prepared dmg 
product samples and placebos. There were no HPLC system quality control checks measured at suitable 
intervals to ensure that the HPLC analytical system was{fi)jt/rin limits for accuracy and precision during 
the approximat~(b) 4< J hours of sample analysi~ for these~>Jlljections. Method extensions using these 
types of mns have been perfo1med for over f6J 4< J I customer finished dose diug fo1mulations. 
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E) Finally, in Deviation D19-440, a prima1y reference standard used to detemrine potency for Fent.any! 
samples was found to be degraded, impacting repo1ted assay results for~ lots of finished diug product. 
Your fum relies on internal stability data to establish the expily of refer ce standards but does not 
monitor the integrity of standard reference material under n01mal laborato1y use. Three other 
occunences of this deviation type were also repo1ted (D19-193, Dl9-368, and D19-229). However, 
degradation of reference standards across testing was not investigated and no evaluation was perf01med 
to demonstrate that your ClllTent procedures for managing reference standards are adequate. These 
repeated occU1Tences demonstrate that reference standards may degrade dilling use, regardless of the 
expfration date that your fum assigns. Your fnm could not provide any justification for failing to ensure 
the accuracy of potency results when reference standards are degrading with repeated use. 

OBSERVATION 4 
The responsibilities and procedures applicable to the quality control unit are not in writing and fully 
followed. 

Specifically, 

The Quality Unit is deficient. 

A) Decisions and deviations relating to testing are made without quality unit input, approval, or 
documentation. Your film's management stated that laboratory management may communicate 
with customers through a Technical Services Representative, outside of the Quality unit, to 
discuss issues with laboratory testing and obtain customer approval for planned deviations, such 
asf6}l 4l"7 or P>f(..fJ I (see Observation 1). For example, an email was sent to a 
customer on 3/22/19 regarding Lo~41 1 from a laboratory personnel to 
Marketing Technical Services statingj(b) 4< > j 
I ." A Teclm1cal Services Representative 
replied, "Customer has approved the sample. Please result and close out." The Quality Unit was 
not involved in the communication and your firm 's management stated that there is no 
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documented procedure for this type of communication. 

B) Procedures for opening Deviations and initiating CAP As are not adequate. Deviations are not 
always opened for systemic issues affecting test results, repeated Occunences and Deviations are 
not adequately investigated, and opened investigations do not adequately extend to other lots or 
methods affected by a discrepancy. The Quality does not investigate deviations in a timely 
manner and procedures are not always followed. 

1. For example, prior to Deviation D19-440 (see Observation 3), three other occunences of 
this deviation type were reported (D19-193, Dl9-368, and Dl9-229). However, no 
investigation or CAP A was initiated to address these repeated occun ences. 

11. For example, Management of Change Authorization (MOCA) M19-DOC-844, a 
document change procedure, was initiated to modify the form for document DLM~b) (..fll 
the "core" method for Lidocaine HCI: 

"Note: fbl <4> I 
I I ,, 

No deviation associated with this change to the method was opened and no investigation 
into previously run lots, potentially impacted by the omission of this note, was 
performed. 

... 
lll . For example. GMP 05 Deviation Investigation and Report ing states that '~l>}l..f) I 

I 1." 

Approximately 100 Deviations and 120 OccmTences have been opened, and remain open, 
since January 1, 2019, beyond the f!>H..f>7 deadline to report to the Quality Unit and the 
fbl (4) !deadline for the Quality Unit to close the Deviation or OccmTence. 
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