
SEE REVERSE 
OF THIS PAGE 

EMPLOYEE(S) SIGNATURE 

Gayl e S La wson , I nve s t igato r (CTNH) 
Lisa B Orr, I nve s t igato r X Usa BOrr 

""""" 
~-9ancl l;lf':LUO!t-$ 

OATE lSSUEO 

l/l7/l0l7 2/17/2017 

FORM FDA 483 (09108) PREVIOUS EDmON OBSOlEJE INSPECTIO NAL OBSERVATIONS PAGE I OF 5PAGES 

DEPARTM ENT OF HEALTH AND HUMAi'l SERVICES 

FOOD AND DRUG ADMINISTRATION 


DISTRICT ADDRESS AND PHONE NUMBER 

US Cust omhouse Rm900 2nd & Che s t nut St 
Phila de lphia, PA 1 91 06 
(215)597 - 4390 Ex t : 4200 Fax : (215)597 - 0875 

OATE(S) OF INSPECTION 

l /23/2017- 2/17/2017* 
FEI NUMBER 

1 0001 21 499 

NAME AND TI'TLE OF INDIVIDUAL TO WHOM REPORT ISSUED 

Jose ph G. Bettinger Owner ' 
FIRM NAME 

Hieb er' s Pharma c y 

STREET ADDRESS 

3500 5t h Ave 
CITY. STATE. ZIP CODE. COUNTRY 

Pi ttsbur gh , PA 15213 - 3337 

TYPE ESTABLISHMENT INSPECTED 

Produc er of Sterile Dr ug Produc t s 

TI1is docwuent lists observations made by the FDA representative{s) during the inspection of your facility. TI1ey are inspectional 
observations, and do not represent a final Agency determination regarding your compliance. Ifyou have an objection regarding an 
observation, or have implemented, or plan to implement, con·ective action in response to an observation, you may discuss the objection or 
action with the FDA representative{s) dwm g the inspection or submit this infollllation to FDA at the address above. Ifyou have any 
questions, please contact FDA at the phone muuber and address above. 

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED: 

O BSE RVATION 1 
Separate or defmed areas to prevent contamination or mix-ups ar e deficient regarding operations related 
to aseptic processing of dmg products . 

Specifically, aseptic operations are not perf01m ed in separate or defmed areas or ooder approptiate controls as 
necessaty to prevent contamination ofdmg products pmporting to be sterile such as Gentamicin 28.8mg/ml60 ml 
#45tmits Batch 06292016@1, Histamine Phosphate (with Presetvative) 2.75mg/Sml Sterile Inj. Batch # 
10122016@10, Dexamethasone Sodium Phosphate (MDV) 24mg/ml Injection Batch # 11142016@4, and 
Hydroxocobalamin B12 A (PF) 1000mcg/ml Injection, Batch # 01202017@3. For example, 

a) dming cett ifications for i (o) (4) J,the fum did not qualify the ISO s(o) (4) 
glovebox isolator and the sun oooding room as ISO 7 in that ce1t ificat10n activities were not conducted tmder 
dynamic conditions, did not include documented smoke studies ooder dynamic conditions, did not include an 
evaluation of th~b) (4~ HEPA filters in the smToooding room, and there was inadequate assessment of the pressme 
differentials between the (b) (4) glovebox isolator, the SUITOlmding room, and the adjacent oocontrolled area. 
Additionally, there is no record to indicate that the cettification activities perf01med by at leas{(b) (<li outside fitms 
were reviewed and foood acceptable to meet the rep01ted IS0-5 conditions and how the rep01t ed IS0-8 
conditions in the SUITOlmding room were f01md acceptable. 

b) there has been no assessment of the impact of the firm's practice of) (5) (4) ,-J in the (l:5)(4l 
isolator glovebox and the smToooding room,[(o ) (4) laild which (b) (4 ) 

4 , which may (b) (4)11(1:5) ( ) I 

c) the sole entrance door to the Sterile Compoooding Room is through a small vestibule approximately [(o) {4)
 Ej in size, which has catpet on the floor. 

l 
1
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d) handwashing and pa1t ial gowning is perf01med in a small (approximately [(6) (4) bathroom accessed 
through the carpeted vestibule, in which a toilet is located and which the ste1ile compounding technician must 
walk past, after handwashing and donning the hair bonnet and face mask, to enter the Sterile Compounding 
Room. The toilet is l(Ql.(4) ~J from the sole entrance door to the Sterile Comp01mding Room. Dming 
handwashing and gowning on 1126/ 17 , we obse1ved the toilet seat in the open position. 

J

I&1fD) (4) J and thelt!?.2.~4) ,_J
4) · used for steniizing dmg products and steniiZing and 

depyrogenatmg glass vials used to produce dmgyroducts, are located in a room th at lacks environmental controls 

r to · prevent contamination. [(D) (4 ) .,_l is repOit edly l (D) (4 ) I 
I ( D) (4) I to protect the components ana chug products from contamination. 

O BSER VATION 2 
Procedm es designed to prevent micr ob iological contamination of dm g products pmporting to be ster ile 
are not established. 

Specifically, 
a) the[{QI.\4 ) .,__l 0C D) (4 ~are not sterile and there are no procedmes for the preventive maintenance of the 
sleeves, to include routme maintenance such as sterilization and inspection ofthe K5 } (4~ for acceptability for 
their intended/continued use. 

b) there are no procedmes to demonstrate that thdi_D) _(4) used in the [ (D) (4 ) Iare 
adequately cleaned, and are free ofcleaning agents, chemical s and microbiological organisms. 

c) the cleaning of th~(o) (4~ glovebox isolator and sterile comp01mding room is conducted using<b> <4Y!YQes of 
non-sterile low-lint wipes (D (4 ) -,J 
and there are no documented contact times for the cleaning solutiOns such as the (b) ( 4) the use of which 
was obse1ved on 0 1/ 26/ 17 . 

d)(b) (4) cleaning procedmes for the sterile comp01mding room include chy sweeping the floor with a plastic 
briStle broom and sweeping deb1is into a dustpan which may cause an increase in airbome prut iculates 
immediately preceding production operations. 
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e) no environmental monitoring is peifoimed dming production in th~(o) (4~ glovebox isolator or in the steiile 
Compounding Room. 

Ic::: t a fills peifOimed by the fum are inadequate in that they are limited tof(o> (4> )
IKQ2. ( 4) . For example, the media fill 

perf01med on b) (4 folloWing the High Risk Media Fill Logged F01mula"Worksheet (SOP 1.632 Steiile 
Compounding Staff Competency - High Risk Media Fill), usedfb) (4) I 
samples which were tested and f01md to be sterile. 

OBSERVATION 3 
Clothing ofpersollllel engaged in the of dmg products is not appropriate for the duties they perf01m . 

Specifically, non-sterile gowning aiticles are wom by the technician dming the~bJ (41 Cleaning ofthe ~l>) (41 
~lovebox isolator dming which i(o) (4) 
r(o) -(4 r ~tf {o)_~.@L. ~fthe ISOlator. Gowrung att icles consist of a non-stenle J.lair bonnet, 
non-stenieha f-face smgical mask (ear- oop style), non-sterile non-shedding knee-length gown that ties at the 
neck and is open in the back, which lbHSl weru·s over street clothes and which leaves ex12osed skin 6OIJ(b) < >neck and 
face. Steiile gloves ru·e donned for cleaning the isolator; however the technician used (bj{6j' gloved hands to 
cmmble the glove wrappings which lbr<sl disposed in the trash. 

I

OBSERVATION 4 
Each batch of dmg product pmporting to be sterile an d pyrogen-free is not laborat01y tested to 
deteimine conf01mance to such requirements . 

Specifically, the fum did not perf01m testing to confum sterility and/or absence of pyrogens of dmg products 
pmp01t ing to be sterile. For example, the fum produced approximately 4 b) < >batches ofGentamicin 28.8mg/ml 60 
ml dming the period from 01/01/2015 to present, for which no testing was peiformed. For example, the fum 
produced Gentamicin 28 .8mg/ml60 mlr(o) (4)I Batch 06292016@1 , for which there was no testing to confum 
steiility and/or absence ofpyrogens . 
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OBSERVATION 5 
Testing and r elease of dmg product for distribution do not include appropriate laborat01y determination 
of satisfact01y confon nance to th e identity and stren gth of each active ing r edient prior to release. 

Specifically, the fum did not perf01m testing to confum the identity and strength ofdmg products. For example, 
the fi1m produced approximately <bH4>batches ofGentamicin 28 .8mg/ml 60 ml dming the pe1iod from 01/01/2015 
to present, for which no testing was perf01med. For example, the fum produced Gentamicin 28 .8mg/ml60 ml 
f{E)f(4)1 Batch 06292016@1, for which there was no testing to confi1m the identity and strength. I

OBSERVATION 6 
Th er e is no w ritten testing program designed to assess the stability ch aracter istics of dmg pr oducts. 

Specifically, 
a) there is no data to supp01t the beyond use dates assigned to dmgs produced by the fum. For example, the fi1m 
produced Gentamicin 28 .8mg/ml60 ~~.~ Batch 06292016@1 , a solution for bladder liTigation, which is 
labeled to store frozen for 45 days and thawed and refiigerated for up to 3 days . The fum has conducted no 
testing to demonstrate that the appropriate physical, chemical, and microbiologic prope1ties are stable over the 
labeled shelf life . 

b) the fum produces ste1ile injectable dmg products containing prese1vatives, such as Progesterone 50mg/ml 
Injection Batch# 11082016@23, Histamine Phosphate (with Prese1vative) 2 .75mg/5ml Sterile Inj. Batch# 
10122016@ 10, Dexamethasone Sodium Phosphate (MDV) 24mg/ml Injection Batch# 11142016@4, and 
Hydroxocobalamin B12 A (PF) 1000mcg/ml Injection, Batch# 01202017@3 , for which there is no data to 
demonstrate the antimicrobial effectiveness of the prese1vative over the course of the labeled shelf life. 

OBSERVATION 7 
Procedm es designed to pr event micr obiological contamination of dm g pr oducts pmporting to be ster ile 
do not inclu de validation o f the sterilization pr ocess. 

I C 
Specifically, the fum has not validated the~~sterilization processes including the~:!LJprocess and the 

-(1:5f(1}_) yrocess for injecta ble diugs produced by the fum. For example , the fi1m produced injectable 
dmgs such as Methylcobalamin (PF) 1000 ug/mL Batch# 12122016@5 and Histamine Phosphate (with 
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Prese1vative) 2 .75ml ml Sterile Inj . Batch # 10122016@10, each ofwhich were L, (1:5) (4) 
~~ {1:5) (4) and Hydroxocobalamin B12 A (PF) 1000mcg/ml Injection, Batch 'ff01202017@3 which 

(b ) ( 4 ) . There are no validation studies to assure the effectiveness of the sterilization processes. 
 I

J 

OBSERVATION 8 
Dm g product were n ot sterilized and processed to r em ove pyr ogenic pr op erties to assm e that they ar e 
suitable for th eir inten ded use. 

Specifically, the sterilization and depyrogenation process established by the fum (SOP 2 .281 and SOP 4.31) for 
components such as glass vials and vial stoppers have not been validated. For example, glass vials and vial 
stoppers which are sterilized and/or depyrogenated by the fi1m are used to produce injectable diugs such as 
Hydi·oxyprogesterone caproate Injection Batch# 09262016@11 and Histamine Phosphate (with Prese1vative) 
2.75mg/Sml Sterile Inj . Batch# 10122016@10, for which no sterilization/depyrogenation validation for the 
components has been conducted. Additionally, th ere is no data to demonstrate th at vials processed in this manner 
remain sterile and pyrogen free for th e labeled time pe1iod of six months. 

*DATES OF INSPECTION 
1123/2017(Mon) ,l/24/2017(Tue),l/25/2017(Wed),l/26/2017(Thu),li27/2017(Fr i),2/06/2017(Mon),2/07/ 
2017(Tue),2/08/2017(Wed),2/ 09/2017(Thu),2/ 10/2017(Fri),2117/2017(Fr i) 
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