
DEPARTMENT OF HEAL TH AND HUMAN SERVICES 

THIS DOCUMENT LISTS OBSERVATIONS MADE BY THE FDA REPRESENTATIVE($) DURING THE INSPECTION OF YOUR FACILITY. THEY ARE INSPECTIONAL 
OBSERVATIONS; AND 00 NOT REPRESENT A FINAL AGENCY DETERMINATION REGARDING YOUR COMPLIANCE. IF YOU HAVE AN OBJECTION REGARDING AN 
OBSERVATION, OR HAVE IMPLEMENTED, OR PLAN TO IMPLEMENT CORRECTIVE ACTION IN RESPONSE TO AN OBSERVATION, YOU MAY DISCUSS THE 
OBJECTION OR ACTION WITH THE FDA REPRESENTATIVE($) 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 (I) (WE) OBSERVED: 

OBSERVATION # 1 
Procedures designed to prevent microbiological contamination of drug products purporting to be sterile are not 
established and fo llowed. 

During the set-up, filling, and transfer of equipment and components into the aseptic filling room, poor aseptic 
processing behavior was observec!_.9n the aseptic fill in lines used to manufacture US market product, including 
the aseptic till lines identified as (b)(..f) For example: 

A. During set-up and aseptic fi ll ing onr(bf(..f bate {6)(-f) 

(b)(4J the fo llowing was observed: ----------------

1. The operators performing li ne set-up and manual interventions during the fil ling operations were not wearing 
goggles, resulting in exposed skin in the Grade A areas of the aseptic filling line. 

2. During the filling from approximately {lif( until a roximately (6f(..f) 
4 4 4there were a rox imately 376 times when an operator (b) < > a (b) < > or entered the (b) < > t the 

lif('I o perform a manual intervention. During these manual interventions the operators had their heads 
an torso inside the Grade A areas and leaned over open sterile bottles, sterile~6>l4J sterile 6>l4) and the 6>l4J 
(
6
) ('I Sterile primary packaging components are not cleared following man'uai interventions. 

3. Prior to perfo rming manual interventions inside of the filling barrier, the operators routinely touched their face 
and then subsequently performed the manual intervention without disinfecti ng their hands. Procedure SOPPE003 
"Behavior Inside Sterile Area" instructs the use of fo rceps fo r picking th ings up. However, throughout the batch 
none of the operators used forceps and they directly contacted sterile components that were not subsequently 
removed or surfaces that were not subsequently disinfected. 
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4. The operators were observed repeatedly performing a manual intervention to inspect bottles for defects caused 
by the bottle sorting equipment. The operators would handle the open, sterile bottle with their hands. If there was 
no defect, the bottle would be placed back on the line to be filled. 

5. During set-up, the steri lized tube used to transfer sterile filtered product into the fif(<J) terile receiving tanks 
was handled by the operator unprotected in the Grade B area~m~ltiple r mes. The operator touched the exterior 
surface of the tubing that was then placed inside the sterilize (lij (..\) tanks. 

6. During set-up an operator placed their forearm on the filling machine and pressed down on the exposed'{6f(,J 
(b)(..\) 

7. The fif(<f) of the[bf(<J ,fif(<J dropper stations, and open bottles were unnecessarily left open 
for extended periods ohime whi le t e operator performed activities in other areas of the room. 

8. The panels below the filling machine were removed multiple times during the filling to make adjustments to the 
machine. The operators knelt while making adjustments and then touched surfaces inside the Grade A area without 
sanitiz ing their hands. 

{b) (4) 
9. The operators were observed to remove bags ofsterile components from _,_,,_...,,..without first sanitizing 
them. The bags were carried through the Grade B area and placed on the floor in the Grade B area until they were 
needed. Bags of bottles were picked up off the floor, and without disinfecting, brought into the Grade A area and 
poured into the' T (<f 

10. Employees were observed crawling under the machine on their hands and knees, kneeling on the floor, and 
sitting while leaning against the wall and thet6J (<f) product tanks. The operators did not change their gown after 
these activities. 

11. Operators were observed to pick rejected bottles, disinfectant bottles, and empty component bags up from the 
floor. They did not change gloves or disinfect their hands after this occurred. 

12. An operator was observed to bring a cell phone into the aseptic filling room. 
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5 4>filling line fo H4> batch 6} {.if) (I>) <B . Dunng asep11c 1 1mg on the 
the following was observed: 

1. An operator had exposed skin on their nose while they had their head and torso inside the Grade A area while 
loading steril~bH4>- linto the tube box. Whi le loading the sterile tubes, the operator repeatedly leaned and 
reached over open sterile tubes and the tube box. The tube box contacts the open steri le tubes. 

2. A second operator entered the aseptic fil ling room during ongoing operations without wearing any goggles, 
resulting in exposed skin on their face. The operator walked through a Grade A area to talk to the filli ng operator. 

3. Followinf a line stoppage due to a tlif( non-viable particle count excursion, the bfl.iJ , in the filling line 
4 4had b) < > and could not be filled into tubes without bui ld-up on th~ outside of the tube and <~> .b) <> The 

operator was observed to repeatedly wipe the excess product off thefbH
4 
> '6><4> which is a<4d,rect product 

contact surface for the steri le product. The operator used a wipe wetmi~~Jb> < 
4
> on the (b) <4> but the wipe 

was previously used on non-product contact surfaces before use on ther~;> b)(4) Additionally , the operators 
gloved hands touched the product contact surface of th~fif(.if): b)(4)y u 1p1e times during this intervention. 

4. During mult iple interventions to clear a jammed tube, the operator only removed the jammed tube, but left other 
tubes that the operator touched or reached over whi le removing the jammed tube. The operator did not use forceps 
as directed by SOPPE003. 

5. The operators carried boxes of the sterile tubes through the Grade B area and then placed them directly into the 
Grade A area for loading into the machine without any additional disinfection steps. 

4C. During set-up of the bf<4 filling line fo,J5H > batch 1{1:>f(.iJ on August 9, 2023, the 
fo llowing was observe.1,,.,------ --------

1. The open end of the tube used to transfer steri le~f(.iJ~ from the bulk tank to the filling lin [b)(.if) was 
observed to protrude into the Grade B area and res~ oor. Previously, the open end of this tube touched the 
(6} <4> nd protruded into the Grade B area during hand ling and aseptic connections to extend the length of 
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the tube. After the aseptic connections are made, this tube is used for the steri le transfer o l6}l.il) o the product 
lb) (.ii) ----

42. Jhe sterile produd (bf<.il)7is not covered to protect its product contact surfaces when it is removed from the (b) < > 
4b) < lt is transferredt!Trough a Grade B area with exposed product contact surfaces. 

3. The operator's arms, head, and part of the torso was obserfe.d.J.ej ing over the open sterile product~ 
4

durin~6Jrt"l7installation. Additionally, whi le installing the b)( ) the operator needed to stand on t~ of 
the filling machine. 

. . fi 11· (fif(,J)D D. urmg aseptic I ing o n August 8, 2023, the 
following was observed: -----

. . . . d b) (<f) h f6>(4) • b dI . Dunng an intervention to remove aJamme near t e..____~ at1011 an operator was o serve 
to bend down and make a weight adjustment by turning a knob near to the oor. ithout sanitizin their hands,

4the operator .i:>icked up forceps and reached their arm over the b) < > nd exposed (b) (<f) o reach the 
jammed'(b) (.ii) 

2. The operator moved the forceps used to contact steril f(fif(.il packaging components in and out of the Grade 
A area. T he forceps were not sanitized. ----

. . c: 11· (6)-(.il) ine(6) fo t6}-(<f) baLch~6}l.il)E D. unng aseptic 11 mg on on August 7, 2023, the 
i4) -------following was observed: 

4
I . T he operator cleared jammedl(lij < > an<f6J (.if~with their hands. Durin~ these interventions, the operator 
reached over other ster ile comp~nen sand tH e contact surfaces of thef6>__'._<~>7ndr. ~~ b)(<J) ln multiple instances, 
the jammed component the operator cleared w ith their hand was put ~ thel.,, ,..) o be used. The operator 
did not have forceps available to peiform these interventions. 

2. During addition of steril tfif( to the(b)(4) b) the operator reached over the l(<J al lowed the 
external surface of the(b)(4) bag to contact (b)(4) were already in the Tl b)( bag is 
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transferred through Grade Band not disinfected before transfer into Grade A for (b) <4 
>L,.... _ __,___ 

3. Disinfectant bottles were stored on the floor. 

OBSERVATION #2 
Procedures designed to prevent microbiological contamination ofdrug products purporting to be sterile did not 
include adequate validation of the aseptic process. 

A. Smoke studies have not been performed under dynamic conditions. They do not include the entire filling line, 
do not evaluate line set-up, do not evaluate the filling line in operation, and do not evaluate interventions. The 
limited static studies that were performed do not allow for thorough evaluation of the air flow patterns and they 
demonstrate air turbu lence in the Grade A filling areas. 

B. Media fills are not designed to ensure they provide a representative challenge to the aseptic fill ing process. The 
protocols do not establish the number of interventions that must occur. Routine batch records did not include 
documentation of interventions. Documentation during the media fill did not specifically include al l interventions 
performed. For example: 

---- '{6H-l)
I. For the b)(4) media fi ll _____there was no documentation that interventions for 
jammed tubes or cleaning of the~!~ »l4) occurred. These ope t6f1 manual interventions are not documented 
in the routine or m~dia fill batch records, but were observed to occur multiple times on August 7, 2023, during 
aseptic fi II ing o,<fiJ (.\) atch 6f('I 

2. For the steril r(bf(.J~~~~J,edia filll(l>f(..f ___ there was no do~tation.J at interventions for 
6 4jammed (b)(4) j e~Uhe (b)(4) •ammed (b)(4) on the track near th~<> station, and jams of the 

)l..\) ccurre . Jnese (b)(4 anual interventions are not documentedi'n""flie routine or media ft II batch 
records but were observe to occur multiple times on August 7, 2023 during aseptic filling o [bH.J
batch b) (4) ______.... 

3. For the sterile edia fill b)(4) there was no documentation that the intervention for 
jammed (b) <4> station occurred. This (bf(.J) 1anual intervention is not documented in the 
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6routine or media fill batch records, but was observed to occur on August 8, 2023 during aseptic filling o < H<f) 
<6H4J batch 6fl4) 

C. Sealed, integral units are rejected during media fills and not incubated. There is no documented justification for 
not incubating these units. For example: 

I. 200 rejected sealed bottles were not incubated during media fill ' b)(.J) 

2. 67 rejected sealed tubes were not incubated during media fill{b)(<f) 

3. 17 rejected sealed bottles were not incubated during media fill (b)(
4

) 

components are not steri lized. For example: 

I. On the Steril Ii .J) h {b}l<f 
(l>f<4) contact ste ______,._packaging compone ..n-ts- _...T""h_e_s_e _p,..ie_c_e_s -of""-eq_u_,i_p_m_e_n_t -ar_e_,l_e__,.....______ 

and disinfected, but not sterilized. 

2. On the Steri1~{6f(<f~ tiling line, the tube box that contacts the open, sterile tubes, the equipment that orients 
the tube contacting t e open end of the tube, and the tube sensor that contacts the open end of the tube arc 
disinfected between batches, but not steri lized. 
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OBSERVATION #3 
Laboratory records do not include complete data derived from all tests, examinations and assay necessary to assure 
compliance with established specifications and standards. 

A. Laboratory records document results for samp les that were not collected: 

I. Review of contemporaneous recordings of{bf<4 
1
batch (:;<~~ul~. ..JJ- I 4..-2..0 showed there 

were no settle plates or active air monitoring samp es collected on the _ ___,,.,......,_,_.....,,..,----,--,-- Operators 
confirmed no samples were collected because microbial media was not available. However, the batch record 
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documents that all samples were collected and the microbiology laboratory reported no growth for these samples. 

2. Th (b)(4) perators performing filling activities and interventions duringi,(b)(4) atch {6f(..f re 
documente in the batch record to have had personnel monitoring performecl upon exit. Review of ---­
contemporaneous recordings showed no samples were collected. Operators confirmed no personnel monitoring 
was conducted because no microbial media was available. T he laboratory reported no growth for these samples. 

4 43. During the b>l >~ -t(<6l < > .,,..,,.,""""",..,,...__,,. batch(b) <4> the operator was observed in the contemporaneous 
video recordi ijftotonict~e (b) ac 1ve air samples rom t1e same location {b)(..f) even though the records indicate 
they were col lected from diffc~-:?nt locations. The operator confirmed the samp es were taken from the same 
location because the operator was too busy to collect the samples from the locations specified in the procedure. 

4The active air samples and settle plates collected during Cb> <> ere documented to be received by the 
microbiology laboratory and placed in the incubator at 2: I 0pm on July 13, 2023. However, contemporaneous 
video recordings show the samples did not leave the filling room until approximately (b) <4> on July 13, 2023. 

4. Durin~<6H..f) ~econtamination of Sterile {6f(..f~ine ,~ wit {6f(..f on July 14, 2023, biological 
indicators were documented to have been placed in;~~~ent locations. Review ofcontemporaneous video 
recordings showed no biological indicators were placed during 6f<"J7 The microbiology laboratory reported 
results for all ~~ amples indicating they were negative for growt~ 

65. The microbiology laboratory reported results for <6H4> atch { ) (..f) ifferent {6f(..f 
u~m_e_n-te~d to occur o f(..ffill in . T he batch record and sampl ing records show filling and samp ing was on y 

(b)(<l) 

B. Counting of colonies on microbial plates is not accurate. 

I. Active iic.samo..le {6f(..f rom the Grade A area ( limit {6}:FU) collected on August 8, 2023, associated 
4 4with batch (b) <> (b) < > 6>14) had a reported resu It of 1ib CFU, but approximately ~A) 

(l>J {'I) ftcr t e pate was read, the plate was observed to have~ CFU, an action level result. 
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2. Active air sam le{b)(..f) rom the Grade A area ~limit 6: CFU) co llected on August 8, 2023, associated 
6 4 4 4\V_lth batch[<><> o (b)<> (6} <> , ad a reported result of161CFU, but approximately 6J {.fl 

4(b)<> fter ffie pate was read, the plate was observed to have[~ CFU, an action level result. 

C. Records are not made when plates are counted. On August 13, 2023, plates were observed in the waste area that 
were reportedly read on August 12, 2023, or August 13 , 2023, but there were no corresponding records fo r all 
samples. For example: 

· · . S ·1 (6J (4J L. J(l> • d ' hIC. I domp ete recor Swere not made fiOr enviro:tcm~{a on 1tormg on ten e me #) 8SSOC 1ate Wit 
aseptically filled batch {b) (4) bate --=-_,._.on August 7, 2023. With the exception of3 Grade A 
excursions, no counls were reported or any other Grade A, B, or C samples observed in the waste area. Review of 
plates still avai lable in the waste area identifie~~!1brade A samples containing microbial growth,I!~ Grade B 
samples with microbial growth, and_~!~ Grade C samples with microbial growth. Included in the discarded samples 
with no recorded results were: 

4 6 
a. Settle plate sample {6f(..f ; b)( ) ~ om the Grade B area (action limit~ CFU). When the plate was 
viewed on August I0, 2023 , beore the end of incubation, ~b CFU was observed, an action level result. 

b. Settle plate sampl ~l>f{.iJ {I>) (..f) rom the Grade B area (action limit~bCFU). When the plate was viewed 
on August I0, 2023 , before the end of incubation,~~CFU was observed, an alert level result. 

2. Complete records were_not made for environmental monitoring on(b)(.iJ) r--,-,,.,.,...,.--,-__. associated w~th 
aseptically filled batch (6} (.iJ) batch b) <4> (6} <4J With the exception o1 Grade A 
excursions, no counts were reported for any other Grade A, B, or C samples observed in the waste arJa. Review of 
plates sti ll available in the waste area identified~b additional Grade A samples containing microbial growth and~~ 
Grade C samples with microbial growth. Includea in the discarded samples with no recorded results were: 

a. Settle plate sample 6)l .i11 rom the Grade A area (limit ~FU),(6)-(4) When the plate was viewed on 
August I0, 2023, before the end of incubation, ~fCFU was observed, an- ac-t""1o_n_ e-vel result. When it was viewed in 
the waste area on August 13, 2023, there were~! ~CFU. 
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4
b. Settle plate sample (b) <> rom the Grade A area (limit <fi< CFU),(b) <4> When the plate was viewed on 
August 10, 2023, before the end of incubation, ~~CFU was observed, an action level result. 

3. Sa!"l~Ot scheduled to be removed from the incubator or read until August 14, 2023, associated with b)l.iJ) 
lot{lij <4> were observed in the waste area on August 13, 2023. There were no records for the counts on these 
plates. Included in these samples were: 

a b)l.iJ ettle plate sample f(.iJ and active air sample(6}l .il1 
(6} <4> which all had visible microbial growth. These were co llected from Grade A areas that would hav._e_r_e_s_u""lt_e__d_ 1 

in an OOS result. 

b. 6}l 4> ettle plat~~' 35 CFU) an {b) (.iJ) (29 CFU). These samples were from a Grade B 
area with an action limit o~~>~ ....-- ------

0. The microbiology laboratory reported no OOS result for any microbial test for the two years prior to the _ 
inspection, including no alert or action level results for environmental monitoring, personnel monitoring, o ~b) <

4> 
monitoring. For samples collected from~6><4> the microbiology laboratory opened 
seven 00S investigations that are relate'a to excursions 111 e aseptic manufacturing lines, including 27 Grade 
A excursions, 14 Grade B action leve l excursions, IO Grade B alert level excursions, and 5 Grade C action level 
excurs ions. 

OBSERVATlON #4 
Aseptic processing areas are deficient regarding the system for mon itoring environmental conditions. 

A. Risk assessment 026-RMR/2021 justifies the environmental monitoring locations and frequencies that already 
existed at the time of the assessment in October of 2021. It did not assess risks or consider other points that could 
be monitored. For example: 

1. There is no surface monitorin of locations in the Grade A areas of the aseptic fi lling lines used for US market 
pro 
on a 

.ii)__________________, ssociated wit~(fif(..iJ arch. Samples are only collected
1 

as1s. 
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42t><> (b) yier~~ has no air monitoring (settle plates or active air) inside the barrier where bottles are filled, 
4 4where trur"~' lis inserted, and the ~ottle is capped. The non-viable monitorin ' b)( ) /n this area is above the 

working ~ dis approximately C6f<-l above from where bottles are filled. 

B. Personnel monitoring is only conducte 6)1.il) There is no personnel monitoring associated 
w ith aseptic operations including aseptic connections and complex manual interventions. 

C. 01 August 9, 2023, operators in the Grade A area ofthe<6H'f) 11ling line and the Grade C area 
of th (b)(4) reparation room were observed spray mg 1s tn ectant directly above and towards 
expose settle plates. Additionally, microbial media used for environmental monitoring does not contain any 
inactivating agents. 

D. Com leted environmental monitoring and personnel monitoring microbial plates exit the fi lling room through 
(b) <4> it ~6f1 No evaluation has been done to determine whether the~fi)l..f can impact the 

recovery o mjcrobial contamination. On Augus\7. 2923, y rsonnel_111onitoring plates collected during till ing of 
(fif('f atch {b)(..f) were observed to be left in ~1>)14) with (lij (4) for approximately 30 minutes. 

E {6f('f) latcs used for environmental monitoring are prepared in-house and some plates appeared to be thin, 
drytng out, and cracked. 

F. M icroorganisms isolated during environmental monitoring have not been identified to establish the microbial 
4flora of the aseptic manufacturing facility. Onlyl~~ microorganism is chosen per (b)( ) and only three of the 

organisms chosen since procedure SOPQC068 "Microbe Identification Procedure" was implemented November 2, 
2022, were from samples in the production facility. [dentification only inc luded colony morphology and Gram 
staining. 

OBSERVATION #5 
Aseptic processing areas are deficient regarding the system for clean ing and disinfecting the equipment to produce 
aseptic conditions. 
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cleaning log documents machine cleaning occurre . owever, review of contemporaneous vid_eo recording 
showed no machine cleaning was performed. Bottles wereJeft on the fiHin line and in the[<6J <4> J'ollowin this 
batch and were still present at the start ofthe next batch.<6J <4J 6><4> Fohowiiigbatch (b) <4> 
no mach ine cleaning was observed in the contemporane~us video recordings before the next batch (b) <4> .----
(b)(4) 

B. Disinfectant efficacy studies have not evaluated the effectiveness ofdisinfectants including 6> <4> 
(fif('f) sed on machine surfaces inside the Grade A aseptic filling areas includingr><4> p'1frm1fljfi'r, rnor 
pro ec 1ve covers over th (b) <4> Additional I , the effectiveness off{6)l..f) as not evaluated on th {ti < 
gloves worn by operators or the bags containing th (b) <4> packaging matena s. 

OBSERVATION #6 
Batch production and control records do not include comp lete information relating to the production and control of 
each batch. 

A. Manual interventions requiring personnel to enter into the Grade A filling area are not recorded in the batch 
record. Prior to August I, 2023, there was no requirement to record interventions in the batch record, including all 
batches that have been distributed to the US market. 

Form MMSQA002/F-0 1.00 was implemented on August I, 2023, to record interventions. However, it does not 
capture all manual interventions. For exam le on August 7, 2023, during the filling o 6f( atch 

(6} <4> from approximatety<b) <4> the operator entered the Grade A area 15 times to perform 
various manual interventions, but none were recorded on Form MMSQA002/F-0 1.00. 

B. Personnel working in the aseptic fil ling room are not permitted to have records available for recording during 
the filling operations. Information related to the production of the batch including weight checks, changes to 
filling machine settings, interventions, and other information cannot be recorded contemporaneously by the 
responsible personnel. 

I. Review of contemporaneous video recordings o fif(..f atch T('f showed the times recorded in 
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the batch records for steps inc luding filling, cleaning, and environmental monitoring did not reflect the entries in 
the batch record. 

. . ,~{fif(..f) (b) (4) 
ugust 7, 2023, durmg fill mg of ,batch (b) (4) ~t batch record showed settle plate~ were op{ned at 
nd had recorded that the plates were closed al ut the plates were not closed until~b>l4> ft was~ 

reported a person in Grade C area made the entries on behalf of the operator in the fi ll ing room . 

OBSERVATION #7 
Establ ished test procedures are not followed. 

Procedures related to integration of chromatographic peaks and the review ofchromatograph ic data are 
inadequate. For example: 

4A. ~Jlu ing the review of the assay results related to the 18-month stabi lity time point fo~(b)<> I 
4

(b) < > otf<6><4}7the integration parameters applied to the seguence were timed integration events, wflich torced 
the integration of al l chromatographic peaks from ~) <4> IThere was no justification for the use of 
these timed integration events and was not proper integration accord ing to SOPQC242, "HPLC Analysis, Control 
of Chromatograms, and Documentation". In addition, integration parameters are not provided as part ofthc test 
method, and the integration performed during the method val idation are not consistent with the chromatograms 
reviewed. 

O..n.AlL~s:t 15, 2023, the chromatographic data for the 18-month stabil ity assax uff<6>(..f) ot 
4 4

b) < > a~4> 'using correct integration events n.e.r SQPOC24LI.hcl(b) < > 'rlata with correct 
1 4inte!!ra.timLao. iel!J..esulte.d •o..an Q.QS_fo.Jb>l4) (b) <> 

(b) (4) I 

B. The peer review performed by the supervisor does not require review of chromatograms within the electronic 
system unless manual integration is appl ied, and only those chromatograms printed within the test package are 
reviewed. Accord ing to SOPQC234, ''Data Integrity and Electronic Audit Trai l of the HPLC Analytical Data", the 
audit trail is required to be printed and reviewed; however your QC supervisor stated that only manual integration 
is reviewed electronically within the ChromNav system and not re lated information for the chromatographic run, 
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including unreJJOrted samplt!s, aborted runs, and adequate integration. In addition, SOPQC234 and SOPRD068, 
"Operation of,(bf(..f)J PLC System", does not explain how to specifically review the aud it trai ls within the 
chromatography system. 

C. The chromacography data previously processed within the ChromNav system is not retained or reyjewed. The 
data processed is overwritten when changes are saved by the analyst within the system. and only th (b) (..f) 
processed result is available and reviewed as art of data review. During the review of the assay results related to 
the 18-month stab ii ity time point forl(t>f<4) ,---,_......Lot (bfC4 manual integration of the 
chromatogram for th l(b) C4) sample was conducted. This chromatogram could not be 
retrieved within the c romatograp 1y sysLem an was not available as part of the test package. 

OBSERVATION #8 
There is a failure to thoroughly review any unexplained discrepancy whether or not the batch has been already 
distributed. 

A. Investigations into unexplained discrepancies during the manufacture of a batch are not initiated or are 
inadequate. For example, 

I. Non-viable particulate (NVP) count alarms obtained by the continuous particle monitorin ~stem durin filling
4ooer:a.(ions require the initiation ofSOPV A067/F-O I. During the manufacture of(b) (,f) Lot (b)(4) on b) ( ) 

(b) <4> (6) (..f VP out of limit excursions occurred, which required the fill ing line to be stopped, addition-al_s_a_m_p..,le­
collected, and rec leaning, when applicable. The investigation into the NVP out of limit did not adequately assess 
the impact of the batch being filled as the 6} {'I) that contains the sterile drug product is exposed to the Class A 
environment where the excyrsion occurred due to openings in the lid design. There was no assessment conducted 
on this solution within the(b)(..f) to ensure the drug product was not impacted by the NVP excursion~. Jn 
addition, there was no documentation for the rec leaning conducted during the NVP excursion from 6

) (..f).---____, 
(b>l4J, s stated on the out of limit form. These out of limit forms are also not controlled by the Quality nit. 

2. During the manufacture o{b) (..f) Lot (6) (..f) on March 14, 2023._ un lanned 
deviatiorl(6} <4> as in1t1ated due to an outage 01 tliel'T'vP (b) (4) The batch resumed using a_b___ 
particle counter as outlined in SOPPEO I 0, "Operating of Air Particle Counter and Air Sampler". However. during 
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the filling operation, NVP out of limits were obtained on March 14, 2023 fro1~(6H..J) I 
within the Class A area. A note was added to the record indicating to remove the product filled during this time, 
however there was no investigation or NVP out of limit form initiated for the excursion. Furthermore, there is no 
oro._c du, :e that provides instructions on the required documentation in the event of a NVP excursion using the 
(b) <4> particle counter.1 
B. Investigations initiated for drug products do not extend to other batches regardless if they had been distributed. 
For exampteJ6fC'IJ lwas initiated on October 6, 2022 due to an out of specification on appearance for 
{6)l4>7 Lot (b) (4) Lc.{lntaiLtt'ng foreig;r7a1ticles durin!! in-orocess testing. The root cause was attributable to not 
verifying thel(b) (4) f the(<6l <4> during~5>l4> IThere was no documented assessment conducted 
to confirm if this root cause impacted any other batches manufactured, as this process is consistent for all batches 
manufactured. Furthermore, procedure SOPQA076, "Deviation Handling Procedure", does not require an impact 
assessment be performed on batches previously manufactured. 

OBSERVATION #9 
Laboratory controls do not include the establishment ofscientifically sound and appropriate test procedures 
designed to assure that drug products conform to appropriate standards of identity, strength, quality and purity. 

The HPLC method for the Assay ofr>C 
4> 

(b) <4> ~s not scientifically sound to ensure that the method is robust or stability indicating. Accord mg to the 
validation report and your R&D personnel, no forced degradation studies have been performed to ensure the 
method utilized can adequately determine the assay concentration during stability, as required per SOPRD0 12, 
"HPLC Method Val idation for Degradation Products". In addition, robustness testing was not performed during 
this method validation, which is required for non-official methods per SOPRD0 17, "HPLC Method Validation". 

OBSERVATION #10 
Equipment used in the manufacture, processing, packing or holding ofdrug products is not ofappropriate design 
and suitably located to facilitate operations for its intended use, cleaning and maintenance. 

A. The (6} C4J nd~6)-(..J) Iinstalled on steri l ~6)l4>7 ine ~r1 xtends beyond the coverage of the laminar 
flow. 
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B. The<5H<f) nd (b)(4) on sterile t fif(<f) line~b) have exposed threaded bolts and nuts that contact sterile 
b) <4> packaging materials. They are not designed to facilitate appropriate cleaning and disinfection. 

OBSERVATION #11 
The responsibi l ities and procedures applicable to the quality control un it are not fully followed. 

A. The qualification of suppliers is inadequate and does not fol low SOPQA074, "Supplier Approval and 
Evaluation". For example: 

l.fi • d ·ct d ti • h • 1 • red1'ent APT 1· • I d' (bH<f)1. Th~ua 11cat1on ocuments prov, e or active p armaceut1ca m sup~ 1ers me u in° 
(b) ('I) !(sJ!QQlier for<fiJ (4} Pl used i {b) (<f) and{fi)l'I) 

SU lier for(b) (4) Pl used for b)l<f) 
(b) <4> have not been revie""w_e_d- an- d- su_p_p_l_ie-rs_a_p_p_r_o_ve_d__fio_r_A_P_I_u_s_e_i_n_d_r_ug- p-ro_d_u_c_ts-. _A_c_c-or-d-i1-,g-.1 

to these qualification documents, the suppl iers provide bulk raw materials for pharmaceuticals and not APis, and 
these suppl iers did not complete Section 12 indicated for A Pl suppliers to complete aCfiJ C4J isk assessment. 

2. The supplier questionnaire and qualification documents do not ensure that the materials supplied are 
manufactured in accordance with the a 12.!irable Good Manufacturin° Practices. The 9uestionnairc and certificate 
provided fo/Cb) (4) ~ l ier for fi)l<fJr------ Pl used i (b) <4> 
(b) (.ll) ,__...,..._...,.,..____.,.....__.....,._-.----._......--...-----stated that the products m- a-n-uf:_a_c_n_,r_ed__d_o_n_o_t_h_a_v_e_ 

TIKirF' cert1tlcat1ons for pharmaceutical applications. 

cJnf >h.e...oJ.l ification documents fo ~l>f('I supplier fo ~n,r PI used in...i6_>_<"_>____ 
have not been completed as per SOPQA074. including the su mission and review ofa supplier 

i.--.,..----
quest1onna1re. 

Furthermore, the qualification questionnaire used for A Pl suppliers does not include information relevant for APT 
suppl iers for products intended for the US market. For example, the questionnaire does not request or confirm that 
the firm is registered with FD A, including for chose suppliers providing an API. 

EMPLOYEE(S) SIGNATURE 

SEE 
REVERSE 
OF THIS 

PAGE 

FORM FDA 483 (9/08 

4f 
EMPLOYEE(S) NAME ANO TITLE (Print or Type) 

Justin A . Boyd, Investigator 
Joseph A . Piechocki. Inves1igator 

INSPECTIONAL OBSERVATIONS 

DATE ISSUED 

08/15/2023 

Page 15 of/{, 

https://h.e...oJ
www.fda.gov/oc/industry


1

DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

DISTRICT OFFICE ADDRESS ANO PHONE NUMBER 

Food and Drug Administration 
12420 Parklawn Drive 
Room 2032 
Rockville. MO 20857 

Industry Information: www.fda.gov/oc/industry 
NAME AND TITLE OF INDIVIDUAL TO 'M-iOM REPORT IS ISSUED 

TO: Fadi AI-Atrash, General Manager 
FIRM NAME 

Amman Phannaceutical Industries 

CITY, STATE ANO ZIP CODE 

Amman. Jordan 11152 

OATE(S) OF INSPECTION 

August 7- 10 and 13-15. 2023 

FEI NUMBER 

30 1350 1887 

STREET ADDRESS 

Building 108. Street A3, King Abdul lah II Industrial City 

TYPE OF ESTABLISHMENT INSPECTED 
1fH1prug Manufacturer 

B. The Quality Control examination of incoming raw material labeling according to SOPQC060, "Receiving and 
Sampling ofPackaging Materials and Non-Sterile Raw Materials", is not adequate. Per SOPQC060, the QC 
analyst examines the containers fully for appropriate labeling content and container damage. During the 
walkthrough of the wa ehou.s..~..A.ul!.Ustj 3, 2023. containers onC6> (..f) [,.ottl6>l41 {6f(·~ --
(6}lilJ~ (6)l4) (b) <4> Lo l>)l..f) ~nd <6><4> o (b) <~> supp 1e y 

(b) <4> ontaine acfcT1t1onal laoehng which read "Samples not for human use" . Procedure SOPQC060 does 
not provide sufficient information regarding what is appropriate labeling, and there was no conclusion regarding 
the adequacy of this labelin and the use of the product for drug product manufacturing. l n add ition, the!{6) for 
(b) (4) el ief Lo f{6H..f) vas cracked, and the phys ical status of this material had not been reco~~6d. 
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