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EDITED EXCERPTS FROM ACTUAL 483 OBSERVATION REPORTS

BY FOOD AND DRUG ADMINISTRATION INVESTIGATORS 
************************ SPECIAL ISSUE   ***************************

483 observations pertaining to deficiencies regarding  
21 CFR 211 Subpart F and 21 CFR 820 Subpart G – Production and Process Controls

PRODUCTION AND PROCESS CONTROLS {21 CFR 820.70} AND  
INSPECTION, MEASURING AND TEST EQUIPMENT {21 CFR 820.72}

1.  …..Process control procedures that describe any process controls necessary to ensure conformance to specifications have not been
adequately established. {21 CFR 820.70(a)}

 Specifically, your firm did not have work instructions for the in-process inspections of screw parts utilizing the 
….. vision system.  You were not capturing a full rotation for all sides of a test sample and so failed to detect 
the extra material on the last thread near the screw head affecting Feature ….. for lots ..... of …..

2. …..Procedures to control environmental conditions have not been adequately established. {21 CFR 820.70(c)}

 Specifically, multiple test kits you manufacture require storage in a walk-in cold room at 2-8° C.  During the 
inspection, the temperature was observed to be 10° C in this cold room one day and  1° C the next.

3. …..The equipment used in the manufacturing process does not meet specified requirements. {21 CFR 820.70(g)}

 Specifically, data recorded for final testing, which is used for release of final product, is analyzed by a ….. and 
recorded to an ….. sheet.  The data in the ….. sheet can be erased or changed, and if it were to be changed, 
there is no paper trail tracking the changes.  The ….. sheet is not controlled.

4. …..The equipment used in the manufacturing process does not meet specified requirements. {21 CFR 820.70(g)}

 Specifically, the process validation procedures titled “Process Validation Practice,” “Equipment Installation 
Practice,” and “Procedure for Establishing Process Setup Documents for New or Existing Molding Tooling” 
and the manufacturing work instruction “Print, Weld, Assemble, and Test Coach 2,” does not ensure that 
production specifications of validated process are met.  For example, the PSI associated with ….. went out 
of specification during the manufacturing of product number ….., lot number ….., between shift numbers.  
There is no documentation of the PSI being returned to specification by maintenance.  Furthermore, there 
is no documentation to ensure the devices manufactured prior to finding the out of specification PSI were 
manufactured to specifications.

5. …..Procedures to ensure equipment is routinely calibrated and maintained have not been adequately established.
 {21 CFR 820.72(a)}

 Specifically, calibration activities and documentation were reviewed, and the following deficiencies were 
noted.

a.   The record for the calibration of ….. is missing pressure data required to evaluate whether the ….. condition 
is in tolerance.

b.   The calibration of the ….. is performed in accordance with work instruction …..  The work instruction set 
tolerances for voltage measured with ….. multimeter and pulse width as indicated on ….. oscilloscope.  The 
records for the ….. calibration do not contain measured voltage or pulse width data and are missing the 
calibration status of the multimeter and oscilloscope used to perform the calibration.



To: Responsible Person, Director of Quality Assurance

Pharmaceutical and Related Industries 5600 Regulation Lane

United States of America and Worldwide Pharmaceutical and Medical Device

September 15, 2018

Editor 09/15/18

firm name street address

city, state and country type of establishment inspected

SEE REVERSE
OF THIS PAGE

employee(s) signature employee(s) name and title date issued

FORM GMP VOLUME I SUPPLEMENTS PREVIOUS EDITIONS INSPECTIONAL OBSERVATIONS

during a review of inspection reports of u.s. firms (i) (we) observed:

district address date of issue

c.i. issue

name and title of individual to whom report is issued

To: Responsible Person, Director of Quality Assurance

Pharmaceutical and Related Industries 5600 Regulation Lane

United States of America and Worldwide Pharmaceutical and Medical Device

Editor

GMP Trends LLC
P.O. Box 1111
Firestone, Colorado 80520

GMP Trends LLC

Page 2

PROCESS VALIDATION {21 CFR 820.75}

1.  …..A process whose results cannot be fully verified by subsequent inspection and test and not been validated according to
established procedures. {21 CFR 820.75(a)}

 Specifically, your firm established the following procedures: “Process Validation Procedure,” SOP ..…, 
“Equipment Installation Qualification Procedure,” SOP ..…, “Equipment Operational Qualification Procedure,” 
SOP ..…, and “Equipment Performance Qualification Procedure,” SOP ….., but you have not implemented 
those procedures to:

a.  Evaluate all equipment in use at your firm to determine what processes must be validated and subsequently
monitored.  Over the last three years, your firm established Master Validation list, Form ….., to document
validation activities and monitoring requirements, but this form was never used.

b.  Establish and document the results of executed validation protocols.  Over the last three years, your list
established the ….. Installation Qualification Protocol, but this protocol was never executed.  No other
protocols for validation have been established in this timeframe.  In your firm’s Warning Letter Response,
your firm stated that it would “prepare and implement specific validation protocols for the ….. analyzer 
and other equipment as appropriate.” The ….. Analyzer and ….. are still being used for quality control and 
manufacturing activities respectively, but this equipment has not been validated.

2. …..Process validation activities have not been adequately documented. {21 CFR 820.75(a)}

 Specifically, your firm uses automated filling/capping equipment  to manufacture reagents “A” and “B” 
which are included as part of your ..... kits.  Your validation of the filling operation did not include filling at 
the acceptable volumes described in your manufacturing instructions.  The fill volumes range listed in your 
procedures for reagents “A” and “B” is from ….. - ….. ml.  Your fill testing was conducted at ….. ml, which 
is not representative of actual conditions used during production.  Additionally, you have not established 
removal torque specifications or an adequate test method to monitor your capping process for these reagents. 
According to your work instructions, your capping operation applies from ….. lbs. of application torque.  Your 
inspection of the capping operation is described in the Filling and Labeling Operation Procedure ....., which 
states “The cap should not be able to be tightened any further during the inspection.”  This inspection is not 
quantifiable and varies dependent on the inspector.

3.  …..A process whose results cannot be fully verified by subsequent inspection and test has not been validated according to established
procedures. {21 CFR 820.75(a)}

 Specifically, your firm has developed individual mixing procedures for each component of the ….. test kits 
that you manufacture.  However, you have not validated these mixing processes to include establishing with 
objective evidence the acceptable parameters for the mixing temperature, humidity, speed, time, equipment, 
or other parameters, in order to meet your specifications.  The procedure and report, “Validation of the Product 
Formulation Process,” was provided to demonstrate that you have validated the mixing processes for your 
various, formulae.  However, this document does not describe the following:  the specific mixing processes 
that were evaluated, the equipment that was used, the number of samples or lots that were considered, 
predetermined acceptance criteria, or data and analysis of data generated during the validation.

— Information contained in this report has been edited and reproduced from actual FD 483 inspection observations and related reports. This information is made available twice 
monthly to quality minded executives by GMP Trends®LLC No analytical evaluation or interpretation of the contents of this report and its significance to GMP regulations is 
intended.
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WRITTEN PROCEDURES; DEVIATIONS {21 CFR 211.100}
1.  …..There are no written procedures for production and process controls designed to assure that the drug products have the identity,

strength, quality, and purity they purport or are represented to possess. {21 CFR 211.100(a)}

 Specifically, the firm has not adequately validated the process used in manufacture of several drug products.  
For example, the process validation study for ….. cream does not specify the process mixing or hold times.  The 
validation study does not specify batch size and does not give sampling specifications for in process analysis.  
The study does not identify or account for deviations that occurred during the study.  A final validation study 
report was not provided.

2.  …..Changes to written procedures are not drafted, reviewed and approved by the appropriate organizational unit and received and
approved by the quality control unit. {21 CFR 211.100(a)}

 Specifically, your firm’s current procedure SOP ….., “Change Control System,” is deficient in assessing impact 
and controlling changes to computer systems, processes and equipment.

3.  …..Written production and process control procedures are not followed in the execution of production and process control functions
and documented at the time of performance. {21 CFR 211.100(b)}

 Specifically, during the walk-thru inspection of the ….. Encapsulation Area, it was observed that the softgel 
encapsulation machine in Station ….. was partially disassembled and was tagged with “Repair in progress,” 
and the work order stated “pump failure, gears do not engage.”  An interview with production personnel 
revealed that ….. Liquid Gels, lot ….., was being encapsulated when the operator heard a loud noise coming 
from the equipment.  The encapsulator was stopped, and the few capsules remaining on the conveyor belt 
were rejected.  The filled capsules continued with processing even though in-process checks for fill weights 
had not been performed for an hour. The encapsulation machine was partially disassembled, the gel mass 
and fill materials were disconnected and held, but the incident was not documented in the Production Event 
Log within the electronic batch record when it occurred, and QA was not notified, as required by SOP ….., 
“Production Master Records - Production Events Log,” when equipment malfunction or breakdown occurs.  
Production supervisors had stated during the walk-thru that QA notification was not required; therefore, it is 
unknown how many incidents of equipment malfunction/breakdown have occurred during production that 
have not been notified to QA for further evaluation of product impact. 

4.  …..Written production and process control procedures are not followed in the execution of production and process control functions
and documented at the time of performance. {21 CFR 211.100(b)}

 Specifically, during the compression of ….. Caplets, batch ….., your production technician was observed 
conducting the start-up in-process check for friability in accordance with the master batch record.  The 
production technician weighed the caplets prior to conducting the friability test and recorded the initial weight 
as ….. g.  After the friability test was completed the production technician re-weighed the caplets and obtained 
the result ….. g.  He did not record this value.  Instead, he re-weighed the caplets a second time and obtained 
a different value.  He recorded this value.  During the current FDA inspection, the production technician was 
questioned why he did not take the initial results of after the friability test was completed.  A clear explanation 
was not provided, therefore, the Production Assistant Manager re-weighed the caplets.  The Chief Operating 
Officer stated that his firm believes the root cause of the weight fluctuations to be vibrations since the analytical 
balance is placed on a stainless steel counter-top in close proximity to the tablet press.  As a result of the 
inappropriate placement of the analytical balance used to weigh in-process samples the accuracy of the in- 
process results are uncertain due to fluctuating results.

— Contents of GMP Trends® are protected by U.S. Copyright Law. Reproduction of any type is strictly prohibited by law. Authorization to photocopy for internal or personal use 
can be granted by contacting Copyright Clearance Center, 222 Rosewood Drive, Danvers, MA 01923, (978) 750-8400 or (855) 239-3415. E-mail: info@copyright.com, www.
copyright.com
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CONTROL OF MICROBIOLOGICAL CONTAMINATION {21 CFR 211.113}
1.  …..Each batch of drug product purporting to be sterile is not laboratory tested to determine conformance to such  requirements.

{211.113(a)}

Specifically,

a.  Sterility and endotoxin testing is not consistently performed on compounded sterile products. For example:

i.   Zero of ….. lots of ….. 200 mg/mL Injectable Solution produced over the last six months were tested for 
sterility or endotoxin; the product was assigned a beyond use date (BUD) of 90 days from its manufactured 
date and stored at room temperature.

ii.   Eight ….. of ….. Injectable Solution produced between the last six months were tested for sterility or 
endotoxin; the product was assigned a BUD of 30 days from its manufacturing date and stored at 2-8° C.

b.  Storage periods of finished product not tested for sterility consistently exceed the timeframes required by
the SOP ….., “Pharmaceutical Compounding - Sterile Preparations.”  According to the SOP, in the absence 
of passing a sterility test, the storage period for any product prepared from ….., shall not exceed ….. days 
at cold temperature.  For example, ….. Injectable Solution, Lot ….., which was prepared from …..,  was 
assigned a 30-day BUD and stored at cold temperature.  It was not tested for sterility.

2.  …..Procedures designed to prevent microbiological contamination of drug products purporting to be sterile do not include adequate
validation of the sterilization process. {211.113(b)}

 Specifically, certification conducted by an outside contractor for the firm’s ISO 5 environments used to 
aseptically process drug products includes performing airflow pattern studies (smoke studies) to demonstrate 
the flow of HEPA filtered air within the Laminar air flow hoods.  There is no recording made of the smoke 
study to confirm that the airflow is smooth, laminar and without turbulence.  Furthermore, there are no smoke 
studies performed within the ISO 7 cleanrooms.

3.  …..Procedures designed to prevent microbiological contamination of drug products purporting to be sterile are not established.
{211.113(b)}

 Specifically, the firm prepares components (vials and stoppers) via moist heat sterilization utilizing either of the 
firms Autoclaves, both located in the ISO 7 cleanroom.  There is no data to demonstrate that the firm’s practice 
of autoclaving glass vials and rubber stoppers, used in ….. operations, renders them clean, sterile and Pyrogen 
free.  There is no rinsing or washing of the vials and stoppers conducted prior to the autoclave sterilization run.  
Load patterns have not been established, and the cycles have not been adequately validated.

4.  …..Procedures designed to prevent microbiological contamination of drug products purporting to be sterile are not followed.
{211.113(b)}

 Specifically, there are no extractable/leachable and compatibility studies performed on the ….. sterilizing filter 
to identify, quantify, and assess impact of compounds that can migrate from the  filter to the process stream.

5.  …..Procedures designed to prevent microbiological contamination of drug products purporting to be sterile are not followed.
{211.113(b)}

 Specifically, the in-situ airflow pattern analysis (i.e. smoke studies) performed for the ….. failed to demonstrate 
the following interventions that occur under dynamic conditions: shift change, maximum number of operators 
working in the room, and ….. hold product bag during filling.  The smoke study is used to support the aseptic 
filling process for several injectables.
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