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This document lists observations made by the FDA representative(s) during tl e inspection of your facility. They are inspectional 
observations, and do not represent a final Agency determination regarding yo r compliance. If you have an objection regarding an 
observation, or have implemented, or plan to implement, corrective action in ~ponse to an observation, you may discuss the objection ~r 
action with the FDA representative(s) during the inspection or submit this infi rmation 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 

Procedures designed to prevent microbiological contamination of drug products purporting to be sterile do not include 
adequate validation of the sterilization process. 

Specifically, 

A. Policy and Procedure Number 6.2.0 titled "Aseptic Tech.niqu Personnel Validation" is deficient in that it does not 
require the frrm to perform media fill simulation with worst case scenario and does not address conducting media runs 
for the lyophilization process. For example, 

a. Ascorbic Acid P-F Non-Com 500mglml injectable lc t # 112420 15@48B was made with batch size of 
OCb)_(4) 1 yieldin ><4> vials (non-s erile to sterile production). The following table lists 
the media simulatioo:{lli4}_ J no meeting worst case scenario performed by personnel 
involved in sterile production. 

Title Process mimic Media Lot Media volume #of vials >!,ial Size~.atcee__-..j 
"':~,;.~{~c~;::,l ;:...T_e_c_bn---,-ic-ia-n-+-=N.:.o~n::;;-:..:st~.e-=ri=le=t.::..o-+~;,:b.=H:,::4>::.:..::;:..=~.,;~:;.c.:H~41~1n-:ll_:..:cc:.=~t,!ll""))"'ll4~·,f-'-:i--,a...;.~l"-s~~~~;( 
(6) Technician sterile inl 

1-----,
vials 

__,...:.--1' 

Technician inl vials 
I Nl. Pharmacist rul vials 
~lm ,.,... b . . lb)(4)f ""I . Is cc>. (bl 1 • ec mc1an 1--.J fl" 1-v_J.,.--a __ -+ 
1

c6> Technician lnl Vials 
f--:--:----f 

ifechnician tnl vials 
Nl, Pharmacist b:tl vials 

b ) ( 4 ) 

b. Artesunate for Injection 60mg per # 0204??16@2B was batc9 
size yieldinglbfC4 vials~ .Jec~nici~ wh? bas been ~a~m~ lyoph1bzed products smce .~ until no~ 
has noJr17t'c'!iol nne med1a fill test~g .stmulatmg the. lyophlllZ. atton proces~. The ru:s~ lyophJ!ized product mad~ 
by thtCbH6J 1echnician was Chonomc GGnadotropm - H~droxocobalamm Lyophlltzed Powder (5,000/2,500J 

.....,. 

L?'ophilized10,~fto)I'AcTr vi~l ~ot ~ade wi~vial. 

~ 
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• 
U/mcg per VIal lot# l0312015@JB e~ 04/28/16. Oo y one p~cisWH6J conducted media fiU simulation 
to mimic the lyophilization process as listed in li>r!7rtle below. (b:~c~ was not involved in the making of 
lyophilized products since about October 20 15 when~:· lb> tarted malbng''l~ophil ized products. 

'lbT(7)(C 

B. 

(b)(4 ) 
The firm has not 

qualified the number of vials that can be processed in one The following table shows examples of all four 
lyophilized products made at the finn . 

Methy1tetrahydrofolate lyophilized 20mg 
in'ectable 

Artisinate Lyophilized Powder 60 rng 
Jn'ectable 

Chorionic Gonadotropin 
Hydroxocobalamin Lyophilized Powder 
5,000/2,500 U/mc in'ectable 

lot 
Ol082016@54B 

Ol0820l6@55B 

02042016@2B 

01202016@2B 

BUD 
6/1112016 

7/6/2016 

8/2/2016 

7/ 18/2016 (b)(4) 

* Batch record does not specify vial size. Size verified by Director of B siness Development. 

a. Ascorbic Acid P-F Non-Com 500mg/ml injectable lo~J ?11U)J,Stmi1RR..w""' 

yieldingtbH4~ vials. Per Nl, PI (15) ( 4) 
(b) (4) but they were not r,ecorded in e o !ten recorao;-s.-------------~ 

b. Heparin/Lidocaine 3,300 IUIML /Lidocaine 13.25 mglml solution lot# 022320J6(a)2B was made with batch 
sYring_s.ize_yiJ !ding ><4> syrinfes. Per NI, PIC b) 4 ather 

but they were not recorded in the atch recor 

.,.....-AA" 
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OBSERVATION 2 

Clothing of personnel engaged in the processing of drug products is appropriate for the duties they perform. nT 
Specifically, Policy and Procedure Number 2.5.3 titled "Donning Ste~ile Gannents" is deficient in that it does not state that 
forehead and neck areas should be completely covered. On 02123/16, ~e obseiTJ edF employees working in the ISO 7 room 

· \.on; ·rsn 5 h d h • · 11 Wit~;> cu s ct >(7)(C~(b,oo t· h d lib 1 h · · (b)(7)( ,. d · avmg partla y expose ore ea 5(8> ec 01 tan an lhl(8) fee hni ctan · ) an partially exposed neck 
1 11 

area ~,iel' ~ {fecbnician only) while fi lling sterile Heparilvcraocaine 3100 IU/ml /265 mg/ml syringes (lot #02232016@2B) 
and Methyicobalamin 25mglml (Lot# 120320 15@28) respectively. 

OBSERVATION 3 

Aseptic processing areas are deficient regarding the system for monitor~tg environmental conditions. 

Specifically, 

A. Policy and Procedure Number 6.5.0 titled "Envi.J:onmental Mo itoring" is deficient in that 

a. The finn does not perform enviro)lJDental monito ing with active air sampling continuously during 
production of sterile drug products. 

B. Policy and Procedure Number 6.5.1 titled "Gloved Fingertip Sjmpling" is deficient in that 

a. Section I states ,'ltif<.iiJ I' and does 
not require operators fo roll tfietr fingertipS trom siqe to s1cte. Tills prac Ice was observed""'ll 03/02/ 16 
during environmental monitoring(t?).(4) f. 

b. "Daily Environmental Monitoring and Gloved p· gertip Sampling Program Log" states to ((b~.,
bf<.ill 

b)(4) IJ!f0370271o, we observed personnel sampnn was penonned on nngemps ~l.\::{b;..~:>H..l.4..:..),__ ___ __, 

C: The firm follows Policy and Procedure Number 6.5.2 titled "<~ love/Sterile Gown Initial Qualification" to perform 
initial qualification of operators working on sterile drug produc~ with no growth result as shown in the table below. 
This procedure does not require the finn to roJI their fmgers fro p side to side. 
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Initials, Title Date Qualified I Date Qualified I Date ~ualifu~..d Comment 
l(b)(~'; Technician 

'b' '4' 
No incubation temperature (b)(7) 

{-(C) Technician recorded 
rrechnician NIA 

NR • , Pharmacist No incubation temperature 

~ recorded and same recorded 
c~ (b) hannacist ~ ) ~ ) I-

date and time qualified 6) 

*NR is the same employee hsted as NI, PIC 
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OBSERVATION 4 

The responsibilities and procedures applicable to the quality control un i are not in writing and fully followed. 

Specifically, 

A. SOP number 6.14.0 Titled "Particulate Testing for Ste ile Drug Pr~arations" section IV.6 states that the 

b) 
j;>spec;141 : ~ 

' However, dunng 
J t~ on 272'S)20 16, we observedtiieinspector (Pharmacist) only 

v1suaf y mspecting Ascorbic Acid in amber vials (Lot# 02r 20 16@1 B)[{_lll_(_4_}_ J. 
r '""" 

B. There is no procedure to test for particulate matter for fin ·shed sterile drug products stored in amber vials after 
non-sterile to sterile, lyophilization, or 

41 
l\ fasterilized process. Per, NI, PIC, the ftnn switched most of the 

clear vials to amber vials approximately lli4l ago. 

~ 

Preparation Product Lot # BUD 
Non-sterile to sterile EDTA Calcium Disodium PF 01272016@1B 7/2512016 

300mg!ml Injectable 
tv1IC-B 12-B6 Solution 02092016@108 4/9/2016 
(25/50/50/5/3Qlm_g.l_ml injectable 
MIC-B 12-86-LCarnitine Jllp_ ;>den 0128201~78 3128/2016 

DATE ISSUED 
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plus) (25/50/50/5/50/50 mglml 
injectable 
Taurine 50nii'ml injectable 012720 16@38 4/26/2016 

Lyophilized Chorionic Gonadotropin- 01 202016@2B 7118/2016 
Hydroxycobalamin Lyophilize , 
Powder 5,00012,500) U/MCG 
TRIMIX #3 (Phent 1 mg!Papa erine 01082016@54B 611112016 
15mglpgel 20mcg 1yo sdv) 
( l/ 15)mg(20)mcg injectable 
Methyltetrofolate lyophilized 2 Pmg 01082016@55B 7/6/2016 
injectable 
Artesunate lyophilized powder ro mg 02042016@2B 8/212016 
injectable 

Jb)(4) 1 Sterilized Triamcinolone-moxifloxacin 12152015@41B 6/122016 
suspension injection ( 15/l) mgl ~I 
injectable 

Preparation Product Lot BUD 
Non-sterile to sterile Phentolamine 022 016@62 4/7/2016 

~~4) ~ 4MG/Pappvariqe 
41 J 30Mgl Atropine 0.2 Mg 

per ml injectable 
Acetylcamitine 200 022)2016@51 417/2016 
MG/ML INJ Solution I Injectable I 

Hydrogen Peroxide PF 022 2016@41 417/2016 
3% lniectab1e 
Methylcobalimin 12.5 022 2016@34 417/2016 
MG/Folinic Acid 
25MGIMLP-F 
Injectable 

DATE ISSUED 

Saied A. Asbagh, Investigator 
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C. The firm does not have a written procedure on how p M(4) --=:] whether 
M 

products made are 
individual units or a batch. Per DS, Director of Business Development, the firm normally (4) I 
I 1 when the firm malo ~s a batch. There is no documentation on the formula 
worksheet to capture (b) (4) The following products were 
~.)(4) I was 
adequate to protect prodUct integrity: 

--- tJ 
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Phentolamine 0.;: 222016@60 417/2016 
lMG/Papaverine 
30MG/PGE1 lOmcg per 
ml Injectable 

Phentolamine 02 !:>22016@55 417/2016 
l mglpapaverine 
30mg!PGE1 20MCG per 
ml Injectable 

Prostaglandine E l 02 22016@47 5/3012016 
lOOMCG Injection 
Solution Injectable 

EMPI.OYEE(S) SIGNA TUllE 

$ 
il<'ttiSSYEO 

Saied A. Asbagh, Investigator 
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OBSERVATION 5 

Aseptic processing areas are deficient regarding the system for cleaning and disinfecting the room and equipment to produce 
aseptic conditions. 

Specifically, 

A. Policy and Procedure Number 4.1.0 titled "Clean Room, Clea11 ing, and Maintenance of' is deficient in that 

4
a. Section 8.3 under Cleaning Schedule states "UsdblT > •wipes to clean counters, work surfaces, scales 

and equipment." Per PIC~1~,- ~ed is non-ste ile. 

-
b. There is no scientific rationale for the use of sporici< al cleaning agent,PJH'~r--} fort~ (b) 4) J 

I --, 

B. Policy and Procedure Number 3.9.0 titled "Lyophilizer Standa: d Operating Procedure" is deficient in that it does not 
state 

a. whether H~c and >m1 pre sterile in actual practice, the fum used non-sterile ~bll4~"'""l 
~' "' per the Director of Corporate Developme~t 

b. the lyophilizer cleaning log only documents the use 0 the r~)' 1 and not~ !41 1 

c. the location of cleaning (ISO 7 or non-classified area) .vhere the lyophilizer is to be cleaned 
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Per the NI, PIC, this section applies to cleaning of the inside outside of the lyophilizer. ~nd 
c. The finn has not conducted cleaning validation studies of b e':(b )l4) J non-sterile drug 

products such as Ascorbic Acid and Heparin/Lidocaine. The finn also bas no written cleaning procedure for the 
cleaning of the [(~>:(4J J The cleaning of the [t>JI4I i documented on a cleaning log titled "Sanitary [(~H4)] 
- Cleaning Log" with fbl 14J j. 

OBSERVATION 6 

There was a failure to handle and store drug product containers and cl4 sures at all times in a manner to prevent 
contamination. 

Specifically, 

Policies and Procedures 3.3.1 titled "VialsJ D) (4) 3.3.2 titled "Glassware 
for Steril

r
e Compounding

' 
- ~bf(4) ,'' and 3.3.3 titled ,~u11 1 

.. Stoppers - ~bf(4)" 1 
I are deficient in that 

j; 

I 
A. The sterilized vials and stoppers are stored in~bJl.iiJ roduction area for future use as needed without any 

41 expiration or end of use date. On 02/23/16, we observed several lbH _jvials and stopper bags labeled 
"sterilized" were stored on shelves situated in.~bll4J ro~uction area. 

B. No hold-time studies have been conducted to assure sterility , f the container I closure systems. For example, vials 
which were used to produce the following products had the fo owing hold-times. 

(b) (4) 

I 

Product Container/Closure Lot 0 . 

Triamcinolone I Vial ll(b)(4) J-Moxifloxacin lnj TS Stopper ll 
Lot # 020920 16@608 

Phentolamine I Prostaglandin Vial ~)(.il) 1 
Lyo Stopper 

(b)(4) J 
Lot # 02112016@68 I 
Taurin Inj Vial 

((b~) · 

F j 
Lot# ll 232015@46B Stopper L 
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OBSERVATION 7 

Buildings used in the manufacture, processing, packing or holding of ~g products are not maintained in a clean and sanitary 
condition. 

I 
Specifically, 

nwnb~ A. The firm hos no written pmcedure to d"'crihe the of items aU owed to be placed in ISO 7 filling mom. 
On 02/23/16, we observed this ISO 7 fi~ing room to bav a~6r<4) ] , four carts full of bags, containers on the 
flo·or, and equipment whil '(b) (4) technicians were workin1 . 

B. On 02/24/16, we observed the double-doors in the ack of the facility have gaps at both the bottom 
(approximately 1/2 inch) and top (approximately 1/ 16 in h) of the door when they are closed. One ofthe doors 
was not tightly shut and the rolling do()r was also not shut. The double door is located between the non-
classified production area and an exteriOii metal roll up de or. 

C. On 03/02116, we observed a single door iP ~e back of the facility had been kept open using a door stopper. 

D. There are one restroom and one break room located ir the main production area where personnel wearing 
scrubs and shoe covers throughout the day can enter re~troom and break room and then go back into sterile 
production area where sterile gowning is not completely 1onned. 

I OBSERVATION 8 

Routine calibration of equipment is not perfonned acc9rding to a writtr program designed to assure proper perfonnance. 

Specifically, the pH meter used to measure the product .pH has been cal brated (b) (4) pH levels, i.e[{ I:)) (Lt. The 
following products, however, were tested outside the calibrated range: 

)l 
A. Heparin/Lidocaine, 111 1/ 16, lot no. OJ 112016@55B, pHlb-m 
B. Poly-MV A solution, 1/8116, lot no. 01082016@1B, pHibH"l 
c. Folic Acid solution, 9/17/15, lot no. 09172015@~7B, p~ 

1 
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