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Out sourcing Facility 

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 submit 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 IOBSERVED: 

FACILITIES & EQUIPMENT 

OBSERVATION 1 
Separate or defined areas to prevent contamination or mix-ups are deficient regarding operations related 
to aseptic processing of diu g products. 

Specifically, 

• (6)(4) Sterilization Perfo1med in an ISO 8 Classified Room 

Batch records collected during the inspection confnm that f6R4 sterilization was perfo1med in 
Compounding Room I (6)(4) Iwhich is classified as ISO 8. Specifically: 

Batch production records for two lots of Fentanyl Citrate/Bupivacaine HCl combination 
products, Lot 1019-01-2608-01 (Fentanyl Citrate 2mcg[base]/mL + Bupivacaine HCl 0.125% in 
~6)(4~ added to l00mL 0.9% NaCl Bag; Master Production Batch Record No. GMP-
PDTMethods-0218, Revision 01, Effective Date: July 9, 2026) and Lot 1081 -01-2608-01 
(Fentanyl Citrate 2mcg[base ]/mL + Bupivacaine HCl 0.1 % in SWFI added to 1 00mL 0.9% NaCl 
Bag; Master Production Batch Record No. GMP-PDTMethods-0239, Revision 01, Effective 
Date: July 15 2026) - document that I (6)(4) _J of the bulk diu g solution was perfo1med
in an ISO 8 'i(6)(4)] storage room" (Compounamg Room t:) Specifically, in both records, Step 
1.2 instructs operators to sanitize materials for transfer to this room Q(0)(4)I Stora~ 
room/Compounding Room ,x. Step 1.5 identifies I(b)(4) IStorage room/Compounding Room 
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I 4as the designated area for these operations, Section 4 U _b )(4 Step 4. 1 documents that P>)(
sterilization of the bulk drng solution was perfo1med in tfiis room, and SteRi 4.4 directs remova 
of the ((o) (,4 )J pool bag from I (6)(-4) !Storage/ Compounding Room □ for transfer to the 
cleamoom. 

1 

• No Risk Assessment or Scientific Justification Provided

You were unable to provide a risk assessment, quality risk management document, validation 
study, or any other documented scientific justification suppo1ting the use of an ISO 8 classified 

4 environment for 6R sterilization of sterile diug products. No documentation identified that: 
□ 

D

D

Assessed the contamination risks associated with perfo1ming these operations outside of an ISO 5 
environment; 

Evaluated whether ISO 8 conditions are adequate to protect the sterility of the di11g product 
solution during sterilizingI(b)(4) j or 

Demonstrated that the fum identified, evaluated, and mitigated the elevated microbial and 
pait iculate contamination risk posed by the ISO 8 environment for these operations. 

QUALITY 

OBSERVATION 2 
Records are not maintained so that data therein can be reviewed at least annually to evaluate the quality 
standards of each diug product to dete1mine the need for changes in specifications or manufacturing or 
control procedures. 

Specifically, 

Annual product review (APR) records for six di11g product families - Fentanyl Citrate, Fentanyl Citrate 
+ Bupivacaine HCl, Fentanyl Citrate + Ropivacaine HCl, Hydi·omorphone HCl, Morphine HCl, and 
Ropivacaine HCl, covering review period 2024-2025 - contain multiple numerical inconsistencies, 
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cross-product data en ors, and documentation inaccuracies. When presented with these findings during 
the inspection, fum management confnmed that the enors were mistakes and that con ected records had 

not been issued prior to the inspection. 

DATA INTEGRITY & STATISTICAL ERRORS 
APR Document Error Category Finding Detail 
Pentanyl Citrate + 
Bupivacaine HCl 
APR 

Ln econcilable 
Batch Disposition 
Dercentages 

The fnm reported three mutually inconsistent 
treleased percentages (97 .65%, ~96.1 %, and 
96.5%) and could not identify which figure was 
~onect. 

Pentanyl Citrate +
Bupivacaine HCl 
APR 

 Lnconsistent Unit 
Denominator 
Across Reject 
Categories 

Table 1 uses an incon ect denominator of 93,573 
!Units - rather than the con ect0C6J(~1 units used 
for all other reject categories in the same table -
~o calculate the in-process reject rate, ~(t:5)(4~-unit 
~nor the fnm acknowledged. 

Pentanyl Citrate + 
Bupivacaine HCl 
APR 

PID(D) (4)omitted
fromOOS and 
Disposition Trend 
Data 

 FID 4(b) ( ) was listed as a covered facility but 
~bsent from all data tables, creating a potential gap 
tin the annual product review ifproduction 
K)ccmTed. The fnm confirmed the omission was 
~ccidental. Completeness ofdata evaluation for 
FID ~b) (41remains unresolved. 

Pentanyl Citrate +
Ropivacaine HCl 
APR 

 Mathematical Enor 
in Visual Inspection
Reject Table 

Table 2 understates the "Other Major" reject rate 
 tnearly 39-fold (0.05% reported vs. ~1.95% actual), 
~n acknowledged calculation en or uncon ected at 
~he time of inspection. 
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Hydromorphone
HClAPR 

 wot Count Data 
Copied from a 
Different Product
1=1amily 

Table 4 of the Hydromorphone HCl APR uses 
Fentanyl Citrate lot counts (f6R4binstead of the 
~onect Hydromorphone HCl total 4 (fbX ~; the fnm 
~onfnmed the e1rnr but could not provide conect 
klisposition data at the time of inspection. 

 

Hydromorphone 
HClAPR 

m econcilable 
Batch Disposition 
Percentages 

Section 4 reports two ineconcilable released unit 
percentages - 87.4% (nan ative) vs. 93.8% (Table 
3) - a 6.4 percentage point discrepancy the fnm 
~onfnm ed but could not resolve or con ect at 
!inspection. 

APR Document Error Category Finding Detail 
i:;-entanyl Citrate 
APR 

Lncon ect Product
dentification 

Header 

 !All six pages of the Fentanyl Citrate APR cany the 
bead.er "Annual Product Review: Fentanyl + 
Bupivacaine," which is the title of a separate APR 
~overing a distinct product family. 

i:;-entanyl Citrate +
Bupivacaine HCl 
APR 

 Lncon ect Change 
Control Identifier 

~C-25-09-004 is referenced in the APR as 
~overing the pool bag extension for all FIDs; the 
~onect identifier is CC-25-09-001. The same 
linconect identifier appears across all six APRs 
treviewed during this inspection. 

Hydromorphone 
HClAPR 
& Morphine HCl
APR 

dentical 
Typographical 
Enor inNCR 
Section 

Both APRs contain the phrase "There was on non-
~onfo1m ance" in Section 8, indicating a shared 
~emplate was not reviewed for accuracy prior to 
finalization. 

 

Mo1phine HCl 
APR 

Lncon ect API Salt
1=101m Identified 

 Section I describes compounding a "mo1phine 
~itrate solution." The con ect API salt fo1m is 
morphine HCl. The en or resulted from a copy-
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paste from another APR and was present in the 
finalized document. 

Ropivacaine HCl
APR 

 Lncon ect 
Boilerplate 
Conclusion 

The conclusions section states "No adverse quality 
~:rends, outside of the evaporation over time, were 
1noted." The evaporation-related potency concern is 
specific to the Hyclromo1phone HCl CADD 
product (FID (6) (4) and does not apply to 
tropivacaine HCl IV bag products. Language was 
~opied from the Hydromo1phone HCl APR in 
~nor. 

The volume, variety, and cross-product nature of these errors - spanning all six 
APRs reviewed during this inspection - indicate that the annual product review 
records were not adequately reviewed and verified for accuracy by the qua lity 
control unit prior to final ization. Several errors were confirmed by the firm to be 
the result of copy-paste from shared templates or other product family APRs, 
suggesting that a systematic review process was not app lied prior to approval of 
these records. 

OBSERVATION 3 
Dmg product production and control records, are not reviewed by the quality control unit to dete1mine 
compliance with all established, approved written procedures before a batch is released or distributed. 
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Specifically, 

Your Out of Specification (OOS) procedure, GMP-SOP-0047 (Out of Specification (OOS) 
SOP), does not establish defined timeframes for the completion of OOS investigations, including 
maximum allowable durations for Phase I laborato1y investigations or Phase II full -scale 
investigations, nor does it define criteria or approval requirements governing the use of 
supplemental justifications to extend investigations beyond an initial target. During the 
inspection, fnm management indicated that investigations typically take approximately □ days 
but have extended to approximately iX days, at which point a supplemental justification is added 
to the investigation record. Review of 13 OOS investigation records revealed that 9 required 
extension justifications, with open durations ranging from 35 to 205 days. The two longest 
investigations - OOS-25-09-004 (205 days, sterility failure, lot 1013-25-08-0005) and OOS-25-
09-020 (98 days, sterility failure, lot 1013-25-09-0002) - remained open well beyond the fnm's 
stated □-day threshold. Because the SOP does not define completion timelines, extension 
criteria, or approval requirements, there is no procedural mechanism to ensure investigations are 
completed in a timely manner or that justifications for delays are evaluated against a consistent, 
established standard, creating a systeinic gap in oversight that may affect the timeliness of batch 
disposition decisions. 

00S Number Description Date 
Initiated 

Date Closed Number of
Days Open 

Extension 
Request 

Auuroved? 
 

OOS-24-11-001 USP 788 Method I + II failure -
lot 104024110001 

11/27/2024 2/ 18/2025 83 days Yes

(4) 
OOS-24-12-001 

pH,[(15) stability ~ .
100424060001 

12/19/2024 2/20/2025 63 days Yes

OOS-25-05-003 
Low potency - lot 1028-25-04-

0009 and 1028-25-05-0001 
5/ 15/2025 6/27/2025 43 days No
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OOS-25-05-010 Sterility failure - lot 1055-25-05-
0001 

 5/20/2025 6/30/2025 41 days No

OOS-25-08-013 
Sterility failure - lot 1030-25-07-

0005 
8/27/2025 10/6/2025 40 days Yes

OOS-25-09-004 1013-25-08-0005 sterility failure 9/8/2025 4/ 1/2026 205 days Yes 

OOS-25-09-020 
Sterility failure - 1013-25-09-

0002 
9/22/2025 12/29/2025 98 days Yes

OOS-25-10-019 Low potency - 4001 -25-09-0001 10/23/2025 12/ 18/2025 56 days Yes 

OOS-26-03-030 1013-26-03-0001 sterility failure 3/31/2026 5/20/2026 50 days Yes 

OOS-26-06-017 stability sterility failute - 4011 -
25-12-0003 

6/ 11/2026 7/ 16/2026 35 days NIA 

OOS-26-06-029 Low potency - 1047-01-2606-03 6/26/2026 7/31/2026 35 days Yes 

*DATES OF INSPECTION 
8/03/2026(Mon), 8/04/2026(Tue), 8/05/2026(Wed), 8/06/2026(Thu), 8/07/2026(Fri), 8/10/2026(Mon), 
8/11/2026(Tue ), 8/12/2026(Wed) 
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The observations of objectionable conditions and practices listed on the front of this form 
are reported: 

1. Pursuant to Section 704(b) of the Federal Food, Drug and Cosmetic Act, or 
2. To assist firms inspected in complying with the Acts and regulations enforced by the 

Food and Drug Administration. 

Section 704(b) of the Federal Food, Drug, and Cosmetic Act (21 USC 374(b)) provides: 

"Upon completion of any such inspection of a factory, warehouse, consulting 
laboratory, or other establishment, and prior to leaving the premises, the officer or 
employee making the inspection shall give to the owner, operator, or agent in charge a 
report in writing setting forth any conditions or practices observed by him which, in his 
judgment, indicate that any food, drug, device, or cosmetic in such establishment (1) 
consists in whole or in part of any filthy, putrid, or decomposed substance, or (2) has 
been prepared, packed, or held under insanitary conditions whereby it may have become 
contaminated with filth, or whereby it may have been rendered injurious to health. A copy 
of such report shall be sent promptly to the Secretary." 
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