
FORM FDA 483 (09108) PREVIOUS EDillON OBSOIEIE INSPECTIONAL OBSERVATIONS 

DEPARTMENT OF HEALTH AND lfiTh,L-\N SERVICES 
FOOD AND DRUG ADMINISTRATION 

DISlRICT ADDRESS AND PHONE NUMBER 

555 Winderley Place, Suite 20 0 
Maitland, FL 32751 
(407)475-4700 Fax: (407)475-4768 

DATE(S) OF INSPECTION 

12/3/2024 - 12/11/2024* 
FEI NUMBER 

100052 5461 

NAME AND TITLE OF INDMDUAL TO WHOM REPORT ISSUED 

Adam S. Grossman, President & CEO 
FIRM NAME 

ADMA Biologics, Inc 

SlREET ADDRESS 

5800 Pk Commrce Blvd 
CITY, STATE. ZIP CODE, COUNTRY 

Boca Raton, FL 33487- 8222 
TYPE EST ABUSHMENT INSPECTED 

Licensed Biological Drug Manufacturer 

This document lists observations made by the FDA representative(s) during the inspection of your facility. They are inspectional 
observations, and do not represent a final Agency detennination regarding yom compliance. If you have an objection regarding fill 

observation. or have in1plemented, or plan to implement, co!1'ective action in response to an observation, you may discuss the objection or 
action v.-ith the FDA representative(s) during the inspection or submit this infom1ation to FDA at the address above. If you have any 
questions, please contact FDA at the phone number and address above. 

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED: 

OBSERVATION 1 
There is a failme to thoroughly review any unexplained discrepancy whether or not the batch has been 
already distributed. 

Specifically, 

a. You initiated deviation DEV23041 on March 28, 2023, when [(6} (4} lof stoppers with 
vials was observed during the filling process of Bivigam lot 233798. To address the 
(6) (4} I, you decided to discontinue the fill and initiate repairs. The bulk line was [(6) (4 }], 
and the bulk was [(6} (4} I the fill [(6} (4} l. You stated that the unfilled bulk was 
returned to refrigerated storage and "was successfully reprocessed as Bivigam Fill Lot 234608 
on 03/29/2023." There was no fmther investigation into potential imQact of[(6) (4) I 
on the bulk. In addition, there is no approved procedure fo1[(6) (4) J of Bivigam bulk, 
and the cmTently approved license includes no provision for reprocessmg or reworking of 
Bivigam. Bivigam fill lot 234608 was released to the US market- on 09/05/23 . Additional 
examples of[b) (4} I after stopped Bivigam~D) (4)) filling operations are presented in 
the table below. Each Bivigam lot was released to the US market. 

Deviation ID Date Original Batch ID Description New Batch ID / 

Re lease date 
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DEV21150 10/27 /21 Bivigam 6 
---

Scratched vials 

required fill stop 

for repair

DEV21106 08/04/21 Bivigam 228257 Calibration error

required fill stop

228257-1 /

07/20/22

DEV21148 10/19/21 Bivigam 228663 Calibration error 

required fill stop

228663-1 /

09/09/22

DEV23058 04/26/23 Bivigam 233803 Recalibration of 

b(4) error 

required fill stop

234896 

09/28/23

b. On ovember 13, 2024, you received a 6 4 notification from ADMA BioCenters Georgia
41 regarding lb) HIV NAT positive plasma units which had been inadve11ently shipped to your

manufactunng facility. You received confomation for the HIV NAT positive status of the units
on November 21, 2024. In follow-up to the initial report, you identified two Bivigam fill lots,
309923 and 310023, which had been manufactmed from plasma ools which included the
6 (.c:l) units. Your risk assessment after receipt of the (6) (4 notification was 

deficient. For example, there was no specific re-evaluation of pathogen-(b) ( 4) to assure 
no excursions or deviations had occuned during manufacture. There was no estnnahon of 15 (4 
■ pathogen b) <4 in the affected batches and no com arison of pathooen (6) (4) with 
theoretical limits for pathoge (b) ( 4) in the(b) ( 4) . It was also 
noted that manufacture of Bivigam with b) ( 4) plasma units qualifies as an 
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unexpected event that may affect the safety, purity, or potency of the product; however, no 
BPDR was submitted for Bivigam lots 309923 and 310023, both of which were released to the 
US market. 

c. You opened deviation DEV21126 on September 15 2021 , after unexpectedly (6 4 was 
observed durino bulk filtration of Bivigam lot (o) (4 . Filtration was stopped ·ust before the 90 
(b) (4) , and both filtered and unfiltered bulk were moved to (b) ( 4) 
After a series of experiments on (6) (4) sam les ou noted excess (6) ( 4) 

, and hTI2othesized that failure of (b) ( 4) by the (b) ( 4) 
the root cause for 6 4) of the bulk filter. Nevertheless, tliis root cause was n 

------
... oa--t..,... --;,,-;;-a--__ .., 

and no finiher investigation or CAPAs were unde1iaken related to failure of 6 
removal. The lot was released to the US market. 

OBSERVATION 2 
Aseptic processing areas are deficient regarding the system for monitoring environmental conditions. 

Specifically, 

a. Pa11icle levels were not adequately monitored or well-controlled in the Grade (ISO!>) 
(6) (4) filling (6) (4) in which sterile mug components are 
exposed during filling operations. For example: 

I. Paiiiculates from filling components used during the aseptic filling operation were found 
in your post filled mug product vials. Since August 2021 , you have initiated more than ten 
deviations for pa1iiculates that 6 4) action limit, and about 6 4 events for 
paiiiculates (b) ( 4) ale1i limits for (b) ( 4) particulates found inside 
6l (4I filled m1.1g product vials. 

II. A probe used to measure total non-viable paiiiculates in the Grad c!~ (Isq!; ) 6) (4 
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Filling (D) (4 is not placed in {b) { 4) ,.-------, to the aseptic filling. 
Instead, the probe was obse1v ed to be placed (b)(4 the vial b (4)

b. There was a lack of information about the microbial quality of the environment in which 
aseptic processing is perf01med. For example: 

I. There is no monitoring of the air for microorganisms during aseptic filling and stoppering 
( capping) operations for your mug products. 

II. You classified your 6 4 filling (6) (4 as Grade ~ (ISO~ ), 
however, your routine environmental monitoring only perfo1med to meet Grade !> (ISq4 ) 
classification. 

OBSERVATION 3 
Procedures designed to prevent microbiological contamination of di11g products pmp01iing to be sterile 
are not established, written and followed. 

Specifically, 

You cunently monitor temperan~re, humidity, air pressure differential, and non-viable particulates during 
filling operation in your Grade ~ (ISOi4>) environment. You failed to establish a procedure on how to 
handle and respond to an excursion when acceptable limits are exceeded during filling operations. 
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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." 




