
Food and Drug Administration Establishment Inspection Report
 

Date Assigned: 06/28/2018 Inspection Start Date: 08/06/2018 Inspection End Date: 08/14/2018 

Firm Name & Address: Immunomedics, Inc. , 300 The American Rd Morris Plains, NJ 07950-2460 US 

Firm Mailing Address: 300 American Rd, Morris Plains, NJ 07950-2460 United States 

FEI: 1000526871 

Phone: (973)605-8200 

Conveyance Type: 

County: Est Size:35 MORRIS 

District: Profiled:CDER-DIA 

Inspectional Responsibility:% Interstate: Field 

JD/TA: 0 - 24,999 

Yes 

Endorsement 
This pre-license inspection of Immunomedics Inc. (b) (4) intermediate manufacturing site was conducted from August 6 ? 14, 2018 
following a request by the Division of Microbiology Assessment, Branch IV (DMA/OPF/OPQ//CDER) and Division of Inspectional 
Assessment, Branch 1 (DIA, OPF/OPQ). The inspection was conducted in support of for . (b) (4) (b) (4)

The inspection covered (b) (4) intermediate manufacturing, testing laboratories, utilities, and warehouse. The inspection was 
system-based and covered Quality, Facility and Equipment, Production, Material, and Laboratory systems. 

A thirteen-item Form FDA 483 was issued to the firm at the close of the inspection on August 14, 2018 with the following 
observation: 

1. The quality control unit lacks authority to investigate critical deviations of approved procedures. 

2. There is no assurance that samples and batch records from the (b) (4) intermediate process validation and commercial 
batches manufactured prior to February 2018 were not impacted by the data integrity breach. 

3. Retesting procedure for the (b) (4) intermediate is inadequate. 

4. The raw material sampling and testing program is inadequate. 

5. The firm lacks procedures for inventory audit trail and for tracking and reconciliation of raw materials used to manufacture the 
intermediate. (b) (4)

(b) (4)

6. Differential pressure between GMP areas of different area classification is not adequately maintained and monitored. 

7. The design of the facility is inadequate in that no drains are present in the purification rooms. In addition, there is no SOP for liquid 
containment and disposal after a catastrophic spill. All process streams downstream the (b) (4) Bioreactor are held in disposable 
bags. 

8. There is no signed Quality Agreement between (b) (4) and Immunomedics Inc. 

9. No procedure is in place for (b) (4) intermediate (b) (4) trending of results. 

10. Deviation investigations and CAPA implementations are inadequate. 

11. Deviation initiation and closing times are inadequate. 

12. Cleaning of downstream equipment, including (b) (4) and product-contact parts of the (b) (4) is not validated or 
verified. 

13. The procedure to prevent contamination of the 
(b) (4)

(b) (4) intermediate after (b) (4) is inadequate for a product stored 2 
to 8?C for up to 

Initial Recommendation: Withhold 
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Food and Drug Administration Establishment Inspection Report
 

FEI:1000526871 Inspection Start Date: 08/06/2018 Inspection End Date: 08/14/2018 

Firm Name & Address: Immunomedics, Inc. , 300 The American Rd Morris Plains, NJ 07950-2460 US 

Related Firm FEI: Name & Address of Related Firm: 

Registration Type Registration Dates 
DRG Drug 12/01/2006 05/01/2000 04/01/1999 

Establishment Type Industry Code 

5 Sponsor-Investigator 57 Bio & Licensed In-Vivo & In-Vitro Diag 

5 Sponsor-Investigator 64 Human and Animal Drugs 

M Manufacturer 57 Bio & Licensed In-Vivo & In-Vitro Diag 

Q Corporate Headquarters 57 Bio & Licensed In-Vivo & In-Vitro Diag 

District Use Code: 
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Food and Drug Administration Establishment Inspection Report
 

FEI: 1000526871 Inspection Start Date: 08/06/2018 Inspection End Date: 08/14/2018 

Firm Name & Address: Immunomedics, Inc. , 300 The American Rd Morris Plains, NJ 07950-2460 US 

Inspection Basis: Surveillance 

Inspected Processes & District Decisions 

RescheduleMQSA Re-Inspection Inspection 
PAC Establishment Type Insp Date Priority Conclusions 

46832M Manufacturer 08/2020 Surveillance Correction Indicated (CI) 

Products/ 
Process 

Final District District Decision 
Decision? Decision Date District Decision Type Made By Org Name 

08/14/2018 Official Action Indicated (OAI) Candau-Chacon, Reyes CDER-DIA 

Remarks: 

=============================================================================================
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FEI: 1000526871 Inspection Start Date: 08/06/2018 Inspection End Date: 08/14/2018 

Firm Name & Address: Immunomedics, Inc. , 300 The American Rd Morris Plains, NJ 07950-2460 US 

Products Covered 
Additional Product 

(b) (4)
Product Code Est Type Description Description 

Manufacturer (b) (4) N.E.C.; For 
Further Manufacture 

Assignees Accomplishment Hours 

Employee Name Position Class Hours Credited To PAC Establishment Type Hours 
Candau-Chacon, Reyes BUR CDER-DIA 46832M Manufacturer 160 

Srivastava, Rajiv R INV PHRM1 46832M Manufacturer 95.5 

Process 
(b) (4)

Total Hours: 255.5 
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FEI: 1000526871 Inspection Start Date: 08/06/2018 Inspection End Date:08/14/2018 

Firm Name & Address: Immunomedics, Inc. , 300 The American Rd Morris Plains, NJ 07950-2460 US 

Inspection Result 

EIR Location Trips Num 
DMPQ files 

Inspection Summary 
This pre-license inspection of the drug substance manufacturing facility at Immunomedics Inc., Morris Plains, NJ was conducted on 
August 6th ? August 14th, 2018 following a request by Branch IV of Division of Microbiology Assessment, Office of Process and 
Facilities, Office of Pharmaceutical Quality, CDER under FACTS assignment 11853796, operation ID 9856447. The inspection was 
conducted to support the approval of(b) (4)  The inspection covered the production building (DS 
intermediate manufacturing) and Quality Control Laboratories in the Building (b) (4) In addition, the inspection covered the Warehouse 
in building 401 and the Utilities. 

IB Suggested Actions 


Action Remarks 


Referrals 

Org Name Mail Code Remarks 

Refusals 

Inspection Refusals: 

Samples Collected Recall Numbers Related Complaints 
Sample Number Recall Number Consumer Complaint Number 

FDA 483 Responses 

483 Issued?: Y 483 Location: DMPQ files 

Response Response 
Response Type Mode Date Response Summary 
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Establishment Inspection Report Immunomedics, Inc., 300 The American Road, 
Morris Plains, NJ FEI # 1000526871 

Inspection Dates: August 6th – August 14th, 2018 
RC, MD, GB, RS 

impacted by the data integrity breach. 
(b) (4)

Immediately after the firm presented an overview of the company, facility, and process, the 
inspectors were taken on a tour through the facility. Individuals present at the opening of the 
inspection are listed in Exhibit 1.  Individuals present at the closeout are shown in Exhibit 2. 

A 13-item Form FDA 483 was issued to the firm on August 14, 2018 at the inspection’s closeout 
meeting on August 14, 2018, to Michael Pehl, Chief Executive Officer, (Attachment 2) with the 
following observation summaries: 

1.		 The quality control unit lacks authority to investigate critical deviations of approved 

procedures.
	

2. There is no assurance that samples and batch records from the (b) (4)  intermediate 
process validation and commercial batches manufactured prior to February 2018 were not 

3. Retesting procedure for the 	 intermediate is inadequate. 
4. The raw material sampling and testing program is inadequate. 
5.		 The firm lacks procedures for inventory audit trail and for tracking and reconciliation of 
raw materials used to manufacture the (b) (4)  intermediate. 

6.		 Differential pressure between GMP areas of different area classification is not adequately 
maintained and monitored. 

7.		 The design of the facility is inadequate in that no drains are present in the purification 
rooms. In addition, there is no SOP for liquid containment and disposal after a catastrophic 
spill. All process streams downstream the (b) (4)  Bioreactor are held in disposable 
bags. 

8.		 There is no signed Quality Agreement between (b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4) (b) (4)

and 
Immunomedics Inc.  is the supplier of cell culture media and all 
solutions (including ), and  used for purification of 
the (b) (4) intermediate. 

9. No procedure is in place for (b) (4) intermediate (b) (4) trending of results. 
10. Deviation investigations and CAPA implementations are inadequate. 
11. Deviation initiation and closing times are inadequate. 
12. Cleaning of downstream equipment, including

(b) (4)

(b) (4)  and product-contact parts of 
the  is not validated or verified. 

13. The procedure to prevent contamination of the 	(b) (4)

(b) (4)

intermediate after

 is inadequate for a product stored 2 to 8ºC for up to
	(b) (4)

(b) (4)

4 verbal observations/discussion items were communicated to the firm throughout the inspection. 
They are provided in the General Discussion with Management Section (Section XV). 
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Establishment Inspection Report Immunomedics, Inc., 300 The American Road, 
Morris Plains, NJ FEI # 1000526871 

Inspection Dates: August 6th – August 14th, 2018 
RC, MD, GB, RS 

Change Control: 
(This section was written by RC) 
I reviewed SOP-0163 “Change control for GxP related process, equipment, and systems” v2.0 
effective June 29, 2018. 

No observations were made 

Complaint Procedure, AE: 
(This section was written by RS) 
The firm’s SOP-0156 “Customer Complaint Management” v2.0 eff 7/31/2018 describes the 
procedure to manage and evaluate all customer complaints associated with licensed commercial 
products. The firm uses FRM-0134 Complaint Communication Data Sheet v1.0 eff 7/31/2018, to 

(b) (4)

(b) (4)

record the complaint and assign a tracking number.  

(b) (4)

The communications with customer are 
(b) 
(4)

(b) (4)

recorded on FRM-0135 Complaint Communication v1.0 eff 7/31/2018.  The firm has 
 to complete the investigation and document the findings on FRM-0136 Complaint 

Closure Summary v1.0 eff 8/8/2018. If complaint investigation is not closed within 
 the quality assurance can grant a second extension by documenting the justification 

on FRM-0134. 

Ms. Sandra Roque, Director of Quality Assurance and Operations provided me the Product 
Complaint Logbook ID # 00185 issued on August 1, 2018. I observed that only one complaint 
was recorded, Complaint Tracking No. 18-001. The complaint was received on August 10, 2018 
for two infusion vials with collapsed core. The compliant was classified as Quality Complaint 
and firm resoled the issue by not using the vials. I observed that FRM-0134 Complaint 
Communication Data Sheet was used to record the complaint. 

Ms. Roque stated that since the product is not commercial, no Quality Complaint has been 
(b) (4)recorded and all the patients adverse event data from the clinical trials are compiled in the 

The firm recorded its first Quality Complaint on August 10, 2018. Ms. Roque informed me that 
(b) (4)the QA plans to complete the investigation and close it within I found that the 

firm’s complain management procedure appeared to be adequate. 

No observations were made 

Recall 
(This section was written by RS) 
The firm’s SOP-0161 “Product Recall” v2.0 eff 8/3/2018 describes the firm’s responsibilities 
and procedures to initiate, evaluate, conduct, and close recall actions. I reviewed the procedure 
and verified that it contains all the necessary elements for an effective recall including (but not 
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Establishment Inspection Report Immunomedics, Inc., 300 The American Road, 
Morris Plains, NJ FEI # 1000526871 

Inspection Dates: August 6th – August 14th, 2018 
RC, MD, GB, RS 

(including but not limited to) July 9, 2018 to August 8, 2018 (Exhibit RS-2, pages 5-
6) without initiating any action.  

I enquired with Mr. Mike Levitt, VP Manufacturing about the use of uncontrolled forms in the 
(b) (4)boiler room and not running the equipment within the defined operational ranges. Mr. 

Levitt acknowledged the observations and promised to correct the issues.  Later in the day, Mr. 
Levitt informed me that the firm has opened a deviation for the use of noncontrolled forms in the 
boiler room and provided me a copy of the deviation # 18-1854 dated 8/9/2018 (Exhibit RS-3). 

No observations were made 

Computerized Systems: 
(This section was written by RS) 
The firm uses Veeva Vault v17R3 QualityDocs enterprise resource planning (ERP) system to 
manage all the Quality documents.  This is a cloud based ERP system.  I reviewed the validation 
summary report VV.PMO.QD.00108 v1.0 dated 4/10/2018 and found it to be adequate. The firm 
is migrating all the older SOPs to Veeva Vault. I found that the current quality documents that 
are generated through Veeva Vault has complete trackability. 

No observations were made 

XI. Facilities and equipment system 

Facilities 
The facility has been modified from the initial R&D facility by a series of upgrades that were 

(b) (4)initiated in a  during December to March, 2018 and included the following upgrades: 
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Establishment Inspection Report Immunomedics, Inc., 300 The American Road, 
Morris Plains, NJ FEI # 1000526871 

Inspection Dates: August 6th – August 14th, 2018 
RC, MD, GB, RS 

Gowning & Qualifications
	
(This section was written by RC)
	
Prior to the facility tours, we read and understood the applicable SOP for gowning as follows:
	
x SOP-0077 “Gowning for entry into Grade C manufacturing areas” v5.0 effective August 
3, 2018 

x SOP-0078 “Gowning for entry into Grade D manufacturing areas” v5.0 effective August 
3, 2018 

In general, gowning includes multiple layers of gowning with scrubs for Class D areas and 
aseptic gowning for Class C areas. 

Inspector Comment: Gowning may be excessive for a drug substance manufacturing 
facility. This was not an observation. 

b. Contamination/Mix-up 

Pest Control
	
(This section was written by MD)
	

conducts checks on the devices deployed in 
the facility and provides reports of the findings to the firm.  According to the SOP, the pest 

(b) (4)control plan is reviewed by QA to summarize all the data obtained during the past 

On 4/24/2018, Mr. Michael Levitt, Head of Manufacturing, provided me (MD) with an overview 
of the firm’s pest control program, which is governed by SOP -0034 (Version 4.0, effective 
7/20/2018) “Insect and Pest control program”.  

(b) (4) (b) (4)
The firm’s pest control is outsourced to a 

(b) (4)contractor, . 

to assess 
whether trends appear and to assess gaps and possible changes. 

- For rodents: 13 Tin Cats were placed inside the facility and 10 larger rodent bait 
stations were placed in the exterior of the facility 

- 8 insect light trap (ILT) equipped with UV tubes (DEIV) are placed near the doors 
to destroy flying insects. 

I (MD) requested and conducted a cursory review of the 8/03/2018 pest control report on 
8/6/2018. The report states that all the rodent traps and insect light traps did not have any 
activity. However, large number of insects were observed in the light traps on 8/6/2018 (3 days 

(b) (4)after the inspection by  Mr. Michael Levitt explained that all the insect and rodent traps 
must reach a certain threshold (See Exhibit MD-2: Pest control threshold) to report as “with 

(b) (4)

(b) (4)
activity”. For example, 10 large filth flies must be present in the light trap, for the to 
report as “with activity”. Although  reported “no activity”, more than 10 flies were 
observed just 3 days after cleaning the light traps. This resulted in verbal observation MD-1 
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Establishment Inspection Report Immunomedics, Inc., 300 The American Road, 
Morris Plains, NJ FEI # 1000526871 

Inspection Dates: August 6th – August 14th, 2018 
RC, MD, GB, RS 

(b) (6)
performance specifications. Although the SOP does not specify the sample storage time,(b) (6)

(b) (4) Head of Microbiology stated that the samples may be stored up to prior to 
Bioburden and endotoxin testing. I (MD) recommended that they update the SOP to include 
sample storage conditions prior to testing.  

Inspector’s comment: I toured each of the individual laboratories and checked 
reagents/plates expiration date and storage conditions and incubator temperature. In 

(b) (4)

(b) (4) (b) (4)

(b) (4)

addition, I observed the bioburden  test for one of the in-process 
samples in the  lab and I observed endotoxin testing for by gel clot assay in 
the  lab. The bioburden testing and growth promotion studies are performed in the 
same BSC and incubated in the same incubators on different shelves. This resulted in 
verbal observation 2. 

I reviewed bioburden SOP Q601 and qualification for all in-process steps and release. All the 
(b) (4) (b) (4)samples including in-process and release is tested by  method. In 

addition, I reviewed the SOP Q625 for Quantitation of Endotoxin by Gel-clot method. 

I reviewed sample submission and recording procedures. The samples are submitted to QC as per 
SOP-0197, which describe the procedure for submission and recording of samples to QC 
analytical and Microbiology departments for testing. This SOP describes the information that 
needs to be recorded on the sample container and the samples must be accompanied by Material 
Specification Sheet (MSS). 

OOS Investigations 
(This section was written by RC) 
I reviewed SOP-0162 “Out of Specification Investigations” v4.0 effective August 3, 2018. The 
SOP is internally inconsistent, for example the definition of “retesting” in page 6 indicates that 
retesting should only occur when there is a scientific rationale that potentially refutes the original 
result. However, page 7 indicates that “if the company believes there is possibility the laboratory 

(b) (4)

test did have error, and the error was undetected, then the company may wish to perform a 
(b) (4)retest.” This was an FDA-483 observation (Observation 3: Retesting procedure for the 

intermediate is inadequate.) 

(This section was written by GB) 
The overall method for dealing with OOS results (SOP-0162, Out of Specification 
Investigations) was requested for review. This SOP deals with Immunomedics lab generated out-
of-spec results, regardless of the assay or the process stage. The investigation initiated per this 
SOP is immediately. However, a completion date and the ability of an extension is not indicated. 
The procedure does include description on the approval and closure of the investigation. The 
SOP is appropriate for its intended purpose in detailing the extent of the investigation required 
when spurious results are obtained, and quality oversight of the investigative results and any 
subsequent decisions. The event owner and QA conduct an assessment to decide if the event is 
escalated to a deviation as per SOP-0152 “Deviation Investigation”, All impacted batches are 
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Establishment Inspection Report Immunomedics, Inc., 300 The American Road, 
Morris Plains, NJ FEI # 1000526871 

Inspection Dates: August 6th – August 14th, 2018 
RC, MD, GB, RS 

listed, a product impact justification is provided, material that needs to be segregated is 
identified, and recurrence of the issue are investigated. 

The SOP-0162, lacks a clear time line for initiation, closing, and re-opening, and is inadequate. 
This was verbally communicated to Immunomedics. The lack of a clear time line for initiation, 
closing, and re-opening of OOS investigations are inadequate. In addition, there is a statement for 
retesting samples that is not clear which reads; “if the company believes there is a possibility the 
laboratory test did have error, and the error was undetected, then the company may wish to 
perform a retest.” Immunomedics agree and initiated a document change order (# CDD-000464) 
on 8-13-2018 to clarify the retesting and to include a closing timeline. 

The following OOS specific to the CE-SDS assay were reviewed: 
x OOS 18-014: Samples tested by CE-SDS, cIEF, and IEF were not properly documented. 
The investigation determine that the analyst failed to request the appropriate forms to 
document the samples used. The data generated could not be analyzed. The root cause 
was determined to be human error and not following SOPs. Further investigation 
determined that this was not an OOS but rather an invalid assay and should have 
proceeded with SOP-0640 (Invalid Assay Procedure) since no data were generated. The 
OOS investigation was performed appropriately. 

x OOS 18-004: Samples tested by CE-SDS were not properly prepared. The assay results 
did not visually comparable to the representative electropherogram. The investigation 
determine that the analyst inadvertently switched the samples with causing the 
samples to be too diluted. The root cause was determined to be human error and not 
following SOP. The samples were successfully re-tested and all system suitability and 
results were as expected. Further investigation determined that this was not a OOS but 
rather an invalid assay and should have proceeded with SOP-0640 (Invalid Assay 
Procedure). The OOS investigation was performed appropriately. 

x OOS 17-015: Anomalous peaks observed in various injection using CE-SDS. Assay 
suitability was not met. The anomalous peak was also observed in the blank injection. 
The investigation determined that the root cause of the anomalous peak was due to a 
malfunctioning deuterium lamp. The corrective action was to replace the deuterium lamp. 
The OOS investigation was performed appropriately. 

x OOS 17-008: Incorrect method use to run CE-SDS assay. The assay results did not meet 
system suitability criteria. The investigation determine that the analyst use the wrong 
method from the drop-down menu. The root cause was determined to be human error and 
unfamiliarity with the new SOP. The samples were successfully re-tested and all system 
suitability and results were as expected. The OOS investigation was performed 
appropriately. 
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Establishment Inspection Report Immunomedics, Inc., 300 The American Road, 
Morris Plains, NJ FEI # 1000526871 

Inspection Dates: August 6th – August 14th, 2018 
RC, MD, GB, RS 

OOS 17-012 and 18-007: System suitability for the CE-SDS assay were not met. The 

assay results using the reference standard did not meet system suitability criteria. The
	
investigation could not determine a root cause but speculated that it could have been a 

(b) (4) malfunction. The samples were successfully re-tested and all system suitability
	
and results were as expected. The OOS investigation was performed appropriately. 
OOS 18-005: System suitability for the CE-SDS assay were not met. During the run, 
delayed peaks and current fluctuations were observed. The analyst, at the end of the run 
saw the presence of a white substance on the (b) (4)  The investigation determined 
the root cause to be an equipment failure. The OOS investigation was performed 
appropriately. 

Verbal observation was communicated to Immunomedics for the lack of following SOP-0330 
(Capillary Electrophoresis Sodium Dodecyl Sulfate (CE-SDS)). See section QC Chemistry 
Laboratory above for more detail. 

Reference Standards 
(This section was written by GB) 
SOP-0188, “Reference Standard Program”, describe the procedure for the manufacture, 
qualification, control, storage and use of the reference standard prepared in house or procured 
commercially. It describes the types and uses, how a in-house primary and the working reference 
standard is prepared, the analysis of the reference standard, the characterization testing, the 
storage, stability studies, the qualification protocol, the requalification, and the monitoring of the 

(b) (4) (b) (4)reference standard. Initial requalification dates are  for the 
Stability is monitored and measured by Immunomedics. The stability testing program is 
conducted per SOP-0665, which dictates batch selection, storage conditions, validated analytical 
methods used, and acceptance criteria. The SOP was reviewed in its entirety and appeared to be 

(b) (6)comprehensive and appropriate. Training record of was requested to verify her 
training for SOP-0665 and confirm that she was trained. 

No observations were made. 

XV. Objectionable Conditions and Management’s Response 
Observation 1: 
The quality control unit lacks authority to investigate critical deviations of approved procedures. 
Specifically, the discovery of a data integrity breach in February 2018 did not trigger a deviation. 
The scope of the data integrity breach included manipulation of bioburden samples, 

(b) (4)misrepresentation of the  integrity test procedure in the batch record and backdating of 
batch records, including dates of analytical results. 
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Establishment Inspection Report Immunomedics, Inc., 300 The American Road, 
Morris Plains, NJ FEI # 1000526871 

Inspection Dates: August 6th – August 14th, 2018 
RC, MD, GB, RS 

prior to the PPQ campaign, which was initiated August 1, 2017. The firm refused to 
provide access to the interview transcripts or any other information regarding the DIB. 
Bioburden data suggest that in-process bioburden (b) (4) results were manipulated during 
the PPQ campaign (refer to observation 2). In addition, Deviation report 18-009U 
(Exhibit RC-1, Conclusion 4) initiated on January 18, 2018 indicates that “false low 
results are likely present in the historical product-related bioburden tests conducted”. 
Process validation report (MF-0119-PV-01-R; Attachment RC-3) that is specific to the 
PPQ batches refers to the lack of (b) (4)  integrity test. 

2. The operations impacted by the DIB: The letter submitted by the firm to FDA on 


(b) (4)

(b) (4)  (Attachment RC-1), cites as the only operation impacted by the DIB the
 of bioburden samples but did not disclose the lack of (b) (4) integrity testing 

that was also discovered in February 2018 (Exhibit RC-17, Deviation 18-053U). An 

update on the investigation was submitted to the FDA on 

(b) (4)

 (Attachment 
RC-2) also failed to disclose the lack of 

(b) (4)

integrity testing.  To my knowledge, 
no additional letters were submitted to FDA regarding the lack of (b) (4) integrity 
testing and the only mention of the issue is a note at the end of the process validation 
report (MF-0119-PV-01-R, Attachment RC-3) included in the When I reviewed 
Deviation 18-053U (Exhibit RC-17) during the inspection, I asked Dr. Rosenberg 
whether that was part of the DIB and he confirmed it but did not disclose any additional 
operation impacted by the DIB. Later, I asked Dr. Rosenberg if there was any other 
operation impacted by the DIB and he added the backdating of the batch records. I asked 
him if he could put the operations impacted by the DIB in writing and he said that those 
were the only three operations (see bullets above). 

(b) (4)

In summary, no verbal information could be verified during the inspection because the firm 
refused to provide information as all the documentation was protected under attorney/client 
privilege. The firm was reluctant to provide any writing confirmation of the information 
provided verbally. We were not able to verify which operations were impacted by the DIB nor 
the batches impacted by the DIB. The inspection team asked the firm to provide a list of all 
Process(b) 

(4)  lots manufactured up to the inspection date. The firm provided the Process(b) 
(4)  lot 

History (Exhibit RC-21), however, we later found that the list was incomplete because not every 
vial thaw resulted in a unique lot number, underestimating the rate of successful batches (for 
example, vial 201 was out of specification for cell viability, the culture was discarded and vial 
202 was thawed; both vials thaws had the same lot number resulting in an underestimation of 
failed batches; Exhibit RC-20). 

Management’s Response: 
(This section was written by RC)
	
I had multiple conversations with Dr. Rosenberg regarding the assessment of the DIB. I indicated 

that without any documentation, I could not assess the impact of the DIB.
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Establishment Inspection Report Immunomedics, Inc., 300 The American Road, 
Morris Plains, NJ FEI # 1000526871 

Inspection Dates: August 6th – August 14th, 2018 
RC, MD, GB, RS 

On August 9, 2018 Dr. Rosenberg handed me a document and indicated that it was the 
information provided to the lawyers. However, the document was dated August 7, 2018 and was 
a written version of the verbal information already communicated. I indicated that to Dr. 
Rosenberg and asked him if I could keep a copy of the document. Dr. Rosenberg indicated that 
he preferred to keep the copy. 

The firm indicated at the inspection close-out that they understood the seriousness of the 
observation and they would respond to the FDA. 

Observation 2: 
There is no assurance that samples and batch records from the intermediate 
process validation and commercial batches manufactured prior to February 2018 were not 

(b) (4)

impacted by the data integrity breach. Interviews by Immunomedics to personnel involved in the 
event were conducted under attorney/client privilege and no additional documentation is 

(b) (4)
available, therefore no assessment could be made during the prelicense inspection in support of 

Supporting Evidence and Relevance: 
(This section was written by RC) 
During the pre-license inspection, the inspection team tried to assess the scope of the DIB that 
was discovered in January 2018. As indicated above, the firm refused to provide documentation 
related to their investigation of the event because it was protected. Consequently, there is no 
assurance that the DIB did not impact the PPQ or commercial batches or that the DIB was 
resolved. The DIB included backdating of the batch records, false information in the batch record 

(b) (4) (b) (4)regarding the  integrity test, and  of bioburden samples prior to handle them to 
the QC lab. 

Dr. Rosenberg indicated that any issues related to the DIB has stopped prior to the PPQ 
campaign but we could not verify his claim. However, the following data suggests that the DIB 
was ongoing until its discovery in January 2018: 

1. Review of historical bioburden data (Exhibit RC-2) shows that for multiple samples, 
bioburden was recovered from the 

(b) (4) For example, during manufacturing of batch 

(b) (4) but no bioburden was 
recovered from the in-process (b) (4)

 a sample collected on October 30, 2017 from the 
 resulted in high bioburden recovery (TNTC), however, the 

(b) (4)

(b) (4) collected from 

(b) (4)

(b) (4)

(b) (4)the same  resulted in 0 CFU/100 mL. No in-process (b) (4)  is conducted between 
the (b) (4) and the (b) (4)  collection. The historical data show that prior to (b) (4) batch, 
bioburden had been recovered consistently from the 

(b) (4)

(b) (4) , but no bioburden 
was even recovered from the in the applicable batches, for example: 
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3.		 Deviation report 18-009U (Exhibit RC-1, Conclusion 4) initiated on January 18, 2018 
indicates that “false low results are likely present in the historical product-related 
bioburden tests conducted.” There is no mention of false low results impacting only 
batches prior to the PPQ campaign in August 2017. 

4.		 It is not clear why if the DIB was conducted to avoid non-conformance results, the 
operators would have stopped manipulating the samples immediately prior to the PPQ 
campaign. In fact, the historical bioburden results show some bioburden recovery from 
in-process samples of clinical batches (samples taken in June 2017) but all in-process 
bioburden samples collected during the PPQ campaign and until December 2017 have 
ELREXUGHQ UHVXOWV � � &)8���� P/� FRQVLVWHQW ZLWK VDPSOH PDQLSulation during testing. 

5.		 Process validation report (MF-0119-PV-01-R; Attachment RC-3) specific to the PPQ 
batches, includes information regarding the lack of (b) (4) integrity test 

In summary, the information provided above suggests that the DIB was ongoing during the PPQ 
campaign and possibly during the commercial campaign. However, the firm’s management 
(Attachment RC-1) and Dr. Rosenberg indicated several times throughout the course of the 
inspection that data integrity had stopped before the PPQ campaign. There is no information to 
support this claim. In addition, there is no information to assess if the DIB involved additional 
data manipulation or batch record falsification as the firm refused to provide documentation 
regarding the DIB. The inspection team was not able to verify the verbal information provided 
by the firm’s management. 

Management’s Response: 
(This section was written by RC)
	
The firm indicated at the inspection close-out that they understood the seriousness of the
	
observation and they would respond to the FDA.
	

Observation 3: 
Retesting procedure for the intermediate is inadequate. Specifically: 
a.		 SOP-0162 “Out of Specification Investigations” indicates that “

(b) (4)

if the company believes 
there is possibility the laboratory test did have error, and the error was undetected, then 
the company may wish to perform a retest.” OOS Investigation report 18-001 shows that 
routine retesting was performed due to an initial OOS result. 

b. SOP-0162 allows for retesting of microbiology samples. An OOS result for the 
 in-process bioburden sample was recorded on 12/23/2017. A retest was 

(b) (4)

conducted using a retain sample on 1/5/2018 and the results on 1/10/2018 were OOS 
(OOS 18-001). Initiation of a non-conformance report (NCR 18-009U) was delayed until 
the results of the retest were reported on 1/10/2018. 
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Supporting Evidence and Relevance: 
(This section was written by RC

(b) (4)
)
	

The facility has a design with a
	 to lower the risk of microbial contamination. 

Areas with higher risk (open operations) or higher criticality (last steps of the purification 

process) have higher pressure to prevent ingress of microorganisms in those areas. 


The facility did not have a continuous monitoring system for pressure, temperature and humidity
	
(b) (4)prior to July 2018. Pressure was recorded manually
	 during manufacturing 

operations and recorded. I reviewed the data logs for the pressure differential between July 24 
and August 1, 2018; the dates were chosen randomly as the last five days with recorded data 
prior to the inspection. The pressure differential results were out of action levels in over 25% of 

(b) (4) (b) (4) (b) (4)

(b) (4)
the measurements. Differential pressure between the suite (Room Class 
C) and the clean corridor (Room  Class D) were out of action limit in 92% of the 
measurements (37 out of 40; Exhibit RC-12). The firm did not initiate a deviation. 

In July 2018, the firm installed a continuous monitoring system for pressure, temperature, and 
humidity. The system is currently under qualification; however; not all adjacent rooms that have 

(b) (4) (b) (4) (b) (4)

(b) (4)
different classification are alarmed, including the suite  (Room Class C) 
and the clean corridor (Room  Class D; Exhibit RC-13). It is not clear whether the lack of 
alarm between these two rooms is related to their high number of excursions in the differential 
pressure. 

Management’s Response: 
(This section was written by RC)
	
The firm indicated at the inspection close-out that they understood the seriousness of the 

observation and they would respond to the FDA.
	

Observation 7: 
The design of the facility is inadequate in that no drains are present in the purification rooms. In 
addition, there is no SOP for liquid containment and disposal after a catastrophic spill. All 

(b) (4)process streams downstream the  Bioreactor are held in disposable bags. 

Supporting Evidence and Relevance: 
(This section was written by RC) 
The design of the facility does not include drains in any of the purification areas, although some 

(b) (4)

(b) (4)

(b) (6) (b) (4)

of these areas have  points of use. In addition, all the manufacturing steps during 
clarification, capture, and purifications are conducted in single-use bags of up to L. During 
the purification tour I asked  head of  manufacturing, whether the 
firm had an SOP for liquid containment and disposal after a catastrophic spill and he indicated 
that there was none. Lack of a containment SOP in the absence of drains could result in large 
areas of the facility covered by liquids in case of a catastrophic spill and in a potential 
viral/microbial contamination. 
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expansion culture initiated from vial 200 due to poor cell viability was not included in the list. 
The number of failed lots relative to started cultures (including the two cultures from lot 

is (b) 
(4) %; from these lots, 

% (b) 
(4)

(b) (4)

 out of  failed due to poor cell (b) (4)

% (b) 
(4)

(b) 
(4)

 out of (b) 
(4)  failed due to (b) (4)

(b) (4)contamination of the Bioreactor and 
viability. In addition, the culture initiated from vial 200 although was within cell viability 

specifications resulted in lower growth than expected viability (Deviation 18-050U; Exhibit 

RC-019, page 7); therefore, % of the vials thawed after 
resulted in poor cell viability/growth: 
• Vial 201 (lot   poor growth and culture discarded 
(Deviation 18-050U; Exhibit RC-019) 

• Vial 200  note that this is the same lot): the viability 

(b) (4)

(b) (4)

(b) (4)(b) 
(4)

of this vial was lower than previous runs but within AC (Deviation 18-050U; Exhibit 

RC-019) (in addition, bioreactor contamination; culture discarded (Deviation 18-081U)
	

• Vial 199 ( (b) (4) ; going through purification at the time of the 

inspection
	

• (b) (4)  from vial 199 (b) (4) : poor growth and culture 
discarded (No deviation initiated)
	

• Vial 197 (b) (4) ; pending purification at the time of the 
inspection
	

• (b) (4) from vial 197 (b) (4) ; bioreactor contamination; 
culture discarded (Deviation 18-163U)
	

• (b) (4) from vial 197 (b) (4) ; (b) (4)  expansion in 
progress; unknown
	

• Vial 184 (b) (4)  expansion in progress; unknown. 

Cell viability from cultures prior to the facility (b) (4)  is questionable due to lack of 
transparency regarding the data integrity breach; the percentage of failed lots cannot be 
traced because more than one vial may result in the same lot; in addition, a back-up 
culture is started from each vial, therefore failed vial thaws may have not been accounted 
for prior to the discovery of the DIB. Based on these rates, the firm does not appear to be able 
to consistently manufacture the (b) (4)  intermediate. The inspection team was not aware of this 
information at the time of the inspection close-out. 

Management’s Response: 
(This section was written by RC) 
The firm indicated at the inspection close-out that they understood the seriousness of the 
observation and they would respond to the FDA. Note that information regarding Deviation 18-
050U was not communicated to the firm as the inspection team was not aware of the problem at 
the time. 
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(b) (4)
a challenge to the operator as it involves 

to the SUB (MD-2). These manipulations further increase the 
(b) (4) (b) (4)

(b) (4)

contamination risk as we witnessed the end of the  downstream the touching 
the operator’s hands, the surfaces of the BSC, and the material placed inside the BSC. The head 

(b) (6)of downstream manufacturing, , head of downstream manufacturing who watched 
process with me (MD) and RC agreed with us. Although he has been on the job for 2 months, he 
stated that, this is the first time he has seen this process. This suggests that the lack of oversight 
from the management. 
. 
Management’s Response: 
RC and I (MD) communicated to the management that this process is inefficient and includes 

(b) (4)unnecessary steps. The management also agreed that the  filling process is inefficient and 
stated that they will make the process more efficient by eliminating unnecessary steps.  

XVI. General discussion with management 
The following verbal observations/discussion items were communicated verbally to the firm 
during the inspection: 

Verbal observations Written by RC: 

RC-1: Deviations documentation is inadequate. 
The deviation procedure SOP has a template to be filled when a deviation is documented. 
However, the only section of the template that is consistently filled is the title and deviation 
initiation. All information regarding description, product impact, and root cause investigation is 
left blank and it may be reference to an attachment. The dates or authors of the attachment are 
usually not traceable. Exhibits to support this deviation are included in the exhibits to 483-FDA 
observation 10. 

RC-2: Environmental monitoring sampling is inadequate 
The Environmental Monitoring program of the firm allows them to sanitize the area and then 
resample in case of an OOS. The resampling practice is inappropriate because it invalidates the 
first above-action-limit sample; in addition, since the resample is taken immediately after 
sanitization, the result would not be representative of the hygienic status of the area. This did not 
result in an FDA-483 observation because the initial results are documented in the EM result 
charts, the firm sanitizes the area after finding the initial excursion, lowering the risk to product 
contamination, and the firm has initiated a change control to initiate a deviation after the initial 
excursion. 

Verbal observations Written by MD: 

MD-1: Pest control system outsourced to  and monitored by QA is 
inadequate. Although large number of inspects were observed (more than the threshold), 

(b) (4)

reported no activity in insect traps. 

(b) (4)
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