
l 

DEPARTMENT OF HEALTH Af10 HUMAN SERVICES 
FOOD AND DRUG AD'-11NISTRATION 
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Denver District Offi~e'
Denver Federal Ceo r Bldg. 20 W 6th Ave & Kipling St. 
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Industry Information: FW·fda.gov/odindustry 

DATE(S) OF INSPECTION 

8/8/16 - 8/221 16 

FEI NUMBER 

30 1224807 1 

NAME AND TITI.E OF I~DUAL TO WHOM REPORT IS ISSUED 

TO: Mr. Tony E. Jof\CS, Owner 

STRE\ET ADDRESS FIRM NAME 

1325 S. Colorado Blvd.Maplerose EntL-rprisej; LLC dba Pencol Phanuacy 
TYPEj OF ESTABLISHMENT INSPECTED CITY. STATE AND ZIP CCtl: 

Producer of S terile ami Non-Steri le DrugsDenver CO 80222 

THtS DOCUMENT USTS <pBSERVATIONS MADE BY THE FDA REPRESENTATIVE(S) DURING THE INSPECTION or YOUR FACILITY . THEY ARE INSPI:'CT10 NAL 
OBSERVATIONS; AND DO jNOT REPRESENT A FINAL AGENCY DETERMINATION REGARDING YOUR COMPLIANCE. IF YOU HAVE AN OBJECTION REGARDING AN 
OBSERVATION. OR HAVI:j IMPLEM ENTED. OR PLAN TO IMPLEM ENT CORRECTIVE f'CTION IN RESPONSE TO AN OBSERVATION . YOU MAY DISCUSS THE 
OBJECTION OR ACTION '¥TH THE FDA REPRESENTATIVE($) DURING THE INSPECTiptl OR SUBMIT THIS INFORMATION TO FDA AT THE ADDRESS ABOVE. IF 
YOU HAVE ANY QIJESTIO~S. PLEASE CONTACT FDA AT THE PHONE NUMBER AND AOOR.ESS ABOVE. 

DURING AN INSPECTION tF YOUR FIRM (I) (VVE) OBSERVED: 

Facilities and Equ~pment System 

Observation 1 

Buildings used in ~he processing ofa drug produ ct are not maintained in a good state o f repair. 


Specifically, your fi rm 's ante room as we ll as clean rooms where yo ur ISO 5 laminar air flow workbench an d 

biosafety cabinet ~relocated have not been maintained in a g~<i>d state of repair. For example, 

A. A ceiling ti le ~ the posit ive pressure room was observed to be pushed into the ceil ing space creating a 3 
/. inch 

gap on one side. T~e tile is located directly above and one til e to the right of the LAF. 

B. Just above the ~te-room pass through, the west wall of th~ ante-room had the outer pai ntJpaper layer of 
mi ssing drywall e~posing a 2" x 3/4" oblong shape. 

Observation 2 
Aseptic processin~ areas are de fic ient regarding the system fo r monitoring environme ntal conditions. 

Specifically, 

Environmental mQ!litoring is never conducted during aseptic ftlling operations in order to give information on the 

quality of th e aseptic processing envi ronment. 

A. Dynamic particllate monitoring is never performed. 

B . Dynamic viabl~ air sampling has not been performed prion to August 2016. 

~--------~~~==~~~~~---------------..~~~~~~~-=~--~--~---------~-------------
E~MPLqyEEE(S)SI~~~RE « EMPUJYI!E(S)NMIEANDTITLE (PnnlorTypeJ D~~ ~~~E~~I .

SEE &:); . Z achery, 1'... Miller, Lnvestigator D \~ \::1
REVERSE 7 ZacharYj A. Bogorad, Investigator OFTH/S 

PAGE ~ """1k:.r Michael E. MaseUi, Microbiologist 
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NAME AND TITLE OF INDIVIDUAL TO WHOM REPORT IS ISSUED 

TO: Mr. Tony E. Jones, Owner 
FIRM NAME STREET ADDRESS 
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Denver CO 80222 Producer of Sterile and Non-Steri le Drugs 

C. Passive air sampling is never performed. 

D. Pressure, temperature, and humidity monitoring devices installed in each clean room ofthe suites are not 
monitored or recorded during sterile operations. Pressure devices are not monitored during sterile operations. 
Although the data is recorded electronically, the data files have never been utilized due software malfunctions. 

Observation 3 
Routine calibration, inspection and checking ofmechanical and electronic equipment is not performed according 
to a written program designed to assure proper performance. 

Specifically, equipment used to ensure the quality, strength, and purity of drug substances are not calibrated. All 
drugs manufactured on site are manufactured using a scale and are stored in a space monitored for temperature and 
humidity. 

A. Ongoing calibrations of 14 analytical scales used to measure ingredients and finished drugs in the non-sterile 
pharmacy were not maintained between 2/5/16 and 8/8/16. 

B. Calibration has never been performed for the analytical scale located in the sterile clean room . T his scale is 
used to weigh raw materials. 

C. Temperature, humidity, and pressure monitoring equipment including the Holland Safety Equipment door 
monitoring pressure system and the magnahelic analog pressure gauge calibrations have never been performed. 

D. The Millipore pressure gauge used to perform sterile tilter integrity testing after manufacturing has never been 
calibrated. More than 75% ofsterile drugs manufactured on site require sterile filtration. Approxi mate ly 30% of 
drugs manufactured on site are sterile. 

E. Temperature monitoring devices built into the sterility testing media incubator and environmental sample 
incubators have never been calibrated. 
I. Binder Incubator HSS#0032681 - surface and personnel sample storage 

SEE 
REVERSE 
OF THIS 

PAGE 


EMPLOYEE(S) SIGNATURE 
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DATE ISSUED EMPLOYEE(S) NAME AND TITLE (Print or Type) 

~1-z..zJ ICZachery L. Miller, Invest igator 
Zachary A. Bogorad, In vestigator 
Michael E. Maselli, Microbiologist 
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NAME AND TITLE OF INDIVI!fUAL TO WHOM REPORT IS ISSUED 

TO: Mr. Tony E. JonC$, Owner 

~NAME ' STREETAODRESS 
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2. Boeke! Scientir:~ Incubator HSS#0012813- anaerobic sample storage 
3. Boeke] Scientifiq Incubator Model 133000 - aerobic sample storage 
4. Quincy Lab Mofel I0-140 - active air sampJe storage 

I 
! 

Observation 4 
Aseptic process ing[areas are deficient regarding the system for ,.:leaning and dis infecti ng room and equipment to 
produce aseptic co~ditions. 

I 

Specifically, 

A) The autoclave s!erilization cycle has not been shown to be effective . The glassware sterilization cycle and load 
patterns have not been performed in at-use conditions. Equipment qualifications and load patterns have not been 

performed. [ 

B) Hand washing 1fmulti-use equipment (beakers, stirrers, stirring rods) has not been shown to be effective. 

C) You failed to pejrform room disinfection with Spore-Kienz. Spore-Klenz sanitizer labeling requires an undiluted 

chemical contact tiple of30 minutes. The sterile technicians stated that a l0 minute coniact time is used for the 
sporicidal treatme* of the aseptic processing room and equipment surfaces. 

I 

Production Systeml 

Observation 5 
Procedures design~d to prevent microbiological contamination of drug products purporting to be sterile are not 

established. 1 

Specifically, I 
I 
I 

A) Your ftrm does not perform a bubble point post-filtration integrity testing of the sterilizing fi Iter. 
OAIT ISSUEDEMPLCYEE(S) SIGNATURE EMPLOYEE(S) NAMEAND TITLE (Print 01 Type) 

I Zachery L. MiiJer, Investigator
I Zacl:tary A. Bogorad, Investigator~~~ I Micbael E. Maselli, Mi<..-robiologist 
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B) Your firm has 1ot conducted dynam ic smoke stu dies in e ither cleanroom or the laminar-flow hood in service in 
cleanroom I or th~ biosafety cabinet in service in cleanroom 2. 

C) From 8/8/16- 8112/16 equ ipment used in the production ofsteri le injectables including glassware, ute nsi ls, and 
stir equipment w~ not processed in a way that e liminates pyrogens. The following sterile drugs were 
manufactured du~ig the course of the inspection us ing non-depyrogenated glassware and uten s ils: 
1. Methylcobal in, Fo lic Acid Injection l mg I 0.4 mg I 0.12 m l solution , lot MTFA2206, compounded 8/8/1 6 
2 . Methio nine Ino itol Choline with Hydroxocobalamin 25 mg I 50 mg I 175 meg I I ml Solution, lot M ICH2236, 

compounded 8/1 1.16 


D) Validated steril ity and bacterial endotoxi n tesring is perfor111ed only o n products whose batch s ize is greater 
than 24 units. Ap~roximately 5% ofproducts have a batch s ize greate r than o r equa l to 24 units. fn conjun ct ion 
with this, media u~ed for sterility testing for products whose batch size is less than 24 units is no t tested for growth 
promotion prior tq use. 

Observation 6 
Protective appare, is not worn as necessary to protect drug prod ucts from contaminati on. Specifically, o n 8/ 8116 
steri le processing gowning material (hoods, suits, masks, and booties) were donned us ing non-gloved hands . 
Gowning was stoGed rolled up in an ante-room drawer , inside~out, for re-use. In conj unction with this, gowning 
materials do not 'tmpl ete ly cover skin. Exposed skin was noted around the face of the operator. At this time lot 
MICH2206 ofMlthionine~lnositoi~Choline-Hydroxocobalami n was being sterile filled and compounded. 

Quality System ! 

Observation 7 

The responsibilitiF!S and procedures applicable to the quality control unit are not in w ri ting. 


Specifically, 
1---------~~~~~~~=----------------r~~~~~~~~~~~~~----~~~--~-·------

EMf>llOYEE(S) SIGNATURE EMPLOY!!E(S) NAME AND TITLE (Print or Type) DATE ISSUED 

SEE 
~ 1/ Zachery L. Miller, Investigator 

OF THIS 
REVERSE 

(J {:;> Zachary A. Bogorad, Investigator
PAGE 
~ Michael E. Mas\:lli, Microbiologist 
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~------------~--------------------------~---------------------------------------

A. Procedures o uJ inin g the respon sib ilities of the qu ality control unit to approve or rej ect all com ponents, drug 

product containers~ closures , in process material s, packaging material, labeling, and drug products have not been 

established. 


I 

B. Procedures to 4pprove and reject all procedures or specifications impacting the ide ntity , stre ngth, qual ity, and 
purity ofdrug pro~ucts have not been establ ished. Th ere a re no procedures for: 
l. The assessmen ofpersonnel qualifications or responsibilities 
2. Adequate buil ·ngs and facili ties 
3. Equ ipment qu ification, cleaning, and mainte nance 
4 . Control ofco~onents, drug product containe rs, and closures 
5. Produ ction an Process contro ls 

6 Packaging and abeling contro ls 

7. Holding and Distribution controls 
8. Laboratory Co~trol s 

9. Records and Reports 

I 0. Complaint H~dling 


11. Re turned and l~alvaged Drug Products 
12. Change Contrqls 
13. Specifications for components, drug product containers, closures, packagin g mate rials, and in-process 

materials . 


C. There are no 'fritten procedures whi ch describe in sufficient deta il the receipt, identifi cation, storage, han dling, 
sampling, testing, Iapproval, and rejection ofcompon ents, drug product containers, and closures. 

Observation 8 

There is no writtep testing program designed to assess the stability character istics of drug products. 


Specifically, 

SEE 
REVERSE 
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DEPARTMENT OF HEALT H AND HUMAN SERVICES 

FOOD AND DRUG AOMINISTRAnON 
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Denver District Offilie 8/8116 - 812211 6
Denver Federal Center B ldg. 20 W 6th Ave & Kipling St. 
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NAME AND TITLE OF lNDrfiDUAL TO INHOM REPORT IS ISSUED 

TO: Mr. Tony E. Jo!fS, Owner 

FIRM NAME j STREET ADDRESS 

Maplerose Enterpriset LLC dba Pencol Pharmacy 1325 S. Colorado Blvd. 
~~~~~~~~~~~--------------------------+=~~~~~~~~~~----------------------~CITY, STATE ANO ZIP C"'' TYPE OF ESTABUSHMENT INSPECTED 

Denver CO 80222 Producer of Steri le and N on-S terile Drugs 

A. Your t!I'm ' s beyond use date (BUD) is not based upon completed stabi lity studi es. There is no sterility program 
that 1) Establ ishes1the number and size of batches to be tested, 2) addresses accelerated s tudies cUld test interval s, 
3) speaks to slora~e conditions (e.g. store ambient in an up right posi tion) and the integr ity of th e container closure 
system; and 4) specifies the testing attributes of the drug products that are suscept ible to change during storage. 

B . There is no justification for only one batch being used to detennine the BUD ofall ofyoLII' steri le drug 
products. T here i~ no BUD sterility data for any o f you r ste rile drug products - sterility is only performed on day 
0. Additional ly, tl)ere is no an timicro bial effectiveness testing data for any sterile drug products containing 

preservatives. · 


For exam ple: 
a. Pumice 2.35mg/rnL Lidoca ine HCl Smg/mL Injection has a BUD of206 days. This BUD is based solely on an 
un -validated potency analysis of the active ingredient lidocaine. 
b. Cardioplega Co~centrate Inj ectable Solution has a BUD of96 days. This BUD is based solely on an un­
validated potency f"atysis of the active ingredients: lidocaine. magnesium sulfate heptahydrate. mann itol , and 


potass ium chl oridl 

c. Methy lcobalamifl PF 25mg/mL Solut ion (dispensed in a syringe) has a BUD of200 days . This BUD is based 

solely on an non-validated potency analysis of the active ingredien t: me thy lcobalamin. 


Laboratory System 

Observatio n 9 
Each lot ofa comp,cment, drug product contai ners and closures liable to objectionable mi ~robiol ogical 
contamination is d~ficiently subjected to microbiological tests before use. 

Specifically, 

No procedures exist and your Lead Sterile Pharmacist confirmed that none of your drug components or drug 
product containers jand closures are subjected to any microbiological testi ng o~ biob~rden assessment, after receipt 
from supplier . No ~ertificate o f analys is is rece ived or rev iewed for any lot of mcom mg components . 

DATE ISSUED1----------r;:;EMPL<f EMwPLOywe:CE(~S) NAME AND TITLE (Pr~nl or Type) :-:;:;;--;:;::;;:E:;:E-;;;(S::-:)SI;:;:G;::;NA=nJR:=E:--------------T"Ci :;;r;'
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Observation I 0 
Testing and release ofdrug product for distribution do not include appropriate laboratory determination of 
satisfactory conformance to the final specifications and ide ntity a nd strength ofeach active ingredie nt prior to 
release. 

SpecificaJiy, not all ofyour sterile products are released with testing for active ingredient identification and 
potency. Furtherm ore, it is indeterminable how many formulations have been shipped w~thout identi ty and 
potency determinations as approximately 95% of manufactured drugs are patien t specific. 

For example: 
a. The Tri-mix 30mg/ l mg/ IOmcg/mL (Papaverin e, Phentolamine, Prostaglandin) finished drug produc t is 
dispensed w ithout determ ining the identification and potency ofeach active ingredient of th e fina l product. 

SEE 
REVERSE 
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