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NAME AND TTLE OF INDIVIDURL 10 INriOH REPCRT IS5UED I

TO: Mr. Williawm D. Jomes, Regional Director

T FiFM WAME ETNEET ADLRESS

Central Admixture Pharmacy Services Inc

7935 Dunbrock Rd Ste C

CITY, STATE, ZP CODE, COUNTRY

San Diego, €A 92126-6322

TYPE ESTAELIEHMENT INSPECTED

Outsourcing Facgility

This document lists observations made by the FDA remﬁeutali:ve(s) during the inspection of your facility. They arc inspectional
observations, and do not represent a final Agency determination regarding your compliance. If you have an ebjection regarding an
observation, or have implemented, or plan to implement, corredtive action in response to an obsorvation, you may diseuss the objection or
action with the FDA representative(s) during the inspection or gubmit this information to FDA gt 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

conformance to the final specifications prior to release.

products intended to be sterile.

On August 4 and 5, 2014, we observed your
without sterility and endotoxin testing:

1. Midazolam; Lot #17-040222;
2, Glycopyrrolate; Lot #17-40287,
3. Vecuronium; Lot #17-40300

(b} (4)

Per SOP # TP-CAPS-4000037, Version 10
Procedure-Infection Control-Sterility Testing
“sterility testing must be conducted for each pri

]

Testing and release of drug product for distribution do not include appropriate laboratory determination of satisfactory

Specifically, vour firm does not perform sterility and endotoxin testing of every batch of human drug

firm process and release the following drug products

g/mL; 100mL Bag
0.2mg/mL; 5 mL syringe
mg/mL; 10mL syringe

.0, Effective Date 2014-05-06 titled “CAPS-TP-Test
Using ¥ section 2.5 states
ocess batch, which is the

OBSERVATION 2

and followed.,

Procedures designed to prevent microbiological contamination of drug products purporting to be sterile are not established

Specifically, your firm has not adequately validated y0t|u- aseptic production procedures through adequate media fills. Per

ENPLOVEE(S) SIGNATURE W DATE IESUED
Scott T Ballard, Investigator f_/?ﬁh M ..—J
SEE REVERSE | Binh T. Nguysn, Investigator 08/08/2014
OF THIS PAGE | Andrew J. Brown, Investigator
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NAME GF e, TEVWNDM SEFORT 153VED |

T0: Mr. Wwilliam D. Jones., Regional Di!rerc:r

Central Admixture Pharmacy Services Ing 7935 Dunbrook Rd Ste C

TITY. GIATE. 2P GOD=, COUNTRY TYPE ESTASLIEHMENT MEFELTED
San Diego, CA 92126-6322 Oursourcing Facility

“Process™ Manual Addition Process Media Fill Validation Summary Report: Low Risk Compounding, the firm used TSE
media to simulate vial to bag, vial to vial, and bag to bag with a goal of simulating up tc_ aseptic connections. However,
actual batch aseptic connections may exceed that number, For example,

A, On 07/04/14, Hydromorphone injectable product lot #17-39444 has K fited by ) @(b) (4)
This is approximately aseptic connections p|er technician during actual manufacturing.

B. On 07/16/14, Morphine injectable product lot # 17-39685 has @ filled by R (DI which is
approximate YRR aseptic connections.

C. On 08/04/14, Hydromophone injectable product lot # 17-40294 has
approximately RlQiaseptic connections.

(GIIEY filled by @ [41({0} (4) which is

OBSERVATION 3

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

Specifically, your firm does not adequately imonitor the bio-burden of Laminar Air Flow hoods,
cleanrooms, and personnel who perform asepti¢ operations. Your firm is not monitoring every batch or
every shift of production for surface, air, andeersonnel samples. This monitoring is performed only

Rl per SOP # CAPS-4000172, version 12, effective date May 5, 2014 titled “CAPS-SOP-Sys
Environ Control-Infection Control-Environmental Monitoring.” With the current
monitoring, the firm has recovered the following samples with microbial growth from [SO 5 surfaces
and personnel samples berween January and J ul'r’ of2014.

Dats Sampled| Micro ID Subnission & Microorganism ID Media Type

Paenibacliivs gucanolydcus Personnel

Bacillyg valiismortis Personne!
Baciivs fentus Surface
Staphyfocotcus epioemmials Surface

Bacilus fmus Persomngl

Arcanchsclenumn haemahticum Sufate

S Choshinensis Personnel
i 5o Personnel
Personngl
|
In addition, the following 1 cfu/ml hits were nof investigated.
ENPLOVEEIE) SIGATURE BATE (EeuE0
Scott T Ballard, Investigator ﬁj
SEE REVERSE | Binh T. Nguyen, Investiggtor 4 08/08/2014
OF THIS PAGE | Andrew J. Brown, Investigator X
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ISSIED
TO: Mr., William D. Jones, Regional Diregtox

FIRM HaME

ITY,

EFTREET ACDRESS

Central Admixture DPharmacy Services Inc 7938 Dunbroock Rd Ste C

MENT INSPECTED
sourcing Facility

San Diego, CA S892126-6322 . Out

PERSONNEL FINGERTIP TOUCHPLATES

| e
ISC 5 HOOD TOUCHPLATES

Date Sample ID CFU Date |Sample ID|] CFU
1/24/2014 R. Finger 1 14272014 1
2.113/14 R. Finger 1/2/2014

. Finger

31312014

3/15/2014
4/17/2014 5/5/2014
4/22/2014 6/30/2014

712812014

—m et | ] b b | ] ] b A A

OBSERVATION 4

2014.

Clothing of personnel engaged in the processing of drug |

Specifically, your pharmacy technicians perfor
adequately cover their face around the eyes

wearing a guard such as sterile goggles. All te

Examples of drug products processed by these t

1. Midazolam; Lot #17-040222;
ERPLOTEIE) SOVTURE

sroducts is not appropriate for the duties they perform.

ming aseptic processing of human drug products do not
and their shoes per SOP-CAPS-4000171, Version 7.0,
Effective 2014-04-14 titled “CAPS - SOP-Sys Environ Control - Infection Control - Gowning
Requirements.” The technicians have exposed skin including eye lashes and eye brows on their faces
during aseptic proaessing of human drug products intended to be sterile. The exposed skin is due to not
icians in the ISO 7 clean room were observed wearing
upper sterile gowns and blue-non sterile foot covers with exposed facility shoes on August 4 and §,

echnicians are;

SEE REVERSE | BEinh T. Nguyen, Invegtigitor
OF THIS PAGE | Andrew J. Brown, Investigator

Bal: [mg/mL; 100mL Bag
GRTE GGUED
Scott T Ballard, Investigator ‘;ﬁl
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TQ: Mz, William D. Jones, Regiopal Dixector

DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

TTLE &F INDIVIDUAL TS YWHOM REPORTISSUVED

TR NBME BTREET ADDRERS
Central Admixture Pharmacy Services Ing 7935 Dunbrook Rd Ste C
[GITY, STATE, 2 CODE, COUNTRY RBLIGHUENT INGPEG 1ED
San Diego, CTA 92126-6322 Outsourcing Facility
2, Glycopyrrolate; Lot #17-40287, ; 0.2mg/mL; 5 mL syringe
3. Vecuronium; Lot #17-40300; ; Lmg/mL; 10mL syringe

OBSERVATION 5

Each batch of drug product purporting to be sterile and zen-free is not laboratory tested to determine conformance to
such requirements.

Specifically, your firm's Beyond Use Dates study is inadequate in that

A,

. Central Admixture Pharmacy Services (CAPS) The Report of 90-Dai* Study For Beyond Use Dating

Central Admixture Pharmacy Services (CAPS) Beyond Use Dating Extension Study For Controlled
Substances (CAPS Document # V0211) dated 10/09/08 does not require the firm to perform
endotoxin testing and does not specify what types of container and closure systems were used. This
protocol only states the different sizes (e.g. 30 m] and 60ml syringes, 100ml and 250ml bags) of the
container/closure systems. The firm has not performed any periodic BUD studies for any of the drug
products compounded since this protocol written in 2008. Examples of products without
documented packaging types in the report include:

1. Midazolam; Lot #17-040222;
2. Glycopyrrolate; Lot #17-40287,
3. Vecuronium; Lot #17-40300; R

] {4} 1 gij; 100mL Bﬂg
B! 0.2mg/mL; 5 mL syringe
: lmg/mL; 10mL syringe

(BUD) For Controlled Substances (CAPS Document # V0211 an Document #
M) dated 03/02/09 listed Lorazepam 0.lmg/ml with failed chemical analysis (potency -
40%) at day # 30 and lack of 30 day sterility study due to potency failure using ) (4)
containers. The firm later changed its container td Rl and still assigned a 30 day
BUD at 24°C based on literature. The firm has no BUD study conducted up to date to support the
B containers to validate a 30, day BUD at room temperature for Lorazepam 1mg/Iml

(NDC #66647-4121-21).

SEE REVERSE | Binh T. Nguyen, Investiggtor
OF THIS PAGE | Andrew J. Brown, Investi

EMPLOYEE(Z) SIGNATURE DATE ESLED

Scott T Ballard, Investigator fﬂ% )
3 3

08/08/2014
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FHRMNAME STREET ACDRESS
Central Admixture Pharmacy Services Ing | 7935 Dunbrook Rd Ste C
[ CITY, STAIE, 2F COO=, COUNTRY T TVPE ESTAGLIE-WENT INGPECTED
San Diego, CA 22126-6322 . Cutsourcing Facility

OBSERVATION &

Equipment and utensils are not cleaned at appropriate intervals to prevent contamination that would alter the safety, identity,
strength, quality or purity of the drug product.

Specifically, your firm does not adequately Llean and inspect grills covering the HEPA filters in
Laminar Air Flow hoods between processing of batches or during cleaning. On August 5, 2014,
we observed white residue adhered to the inner circumference of the circular perforations in the grill
covering HEPA filters in three different hoods, Two of these hoods were being used for production of
human drug products intended to be sterile:

1. Ketamine lot # 17-40298
2. Hydromorphone lot # 17-40328

Based on SOP-CAPS-4000155 dated 08/05/14, these hoods were cleaned with

prior to the production of these products. Your QA Regional
Manager provided documentation that this white residue is being investigared as a result of our visual
observation in Deviation #23-140806-25.

OBSERVATION 7

Written procedures are not established for the cleaning anid maintenance of equipment, including utensils, used in the
manufacture, processing, packing or holding of a drug product.

Specifically, your firm docs not venfy the effectveness of sanitizers adequarcly to the conditions found m the processing facility. For example,

A. Project 00133)-1 dated 2/1 772004 utled “Final Report on the Evaluation of the Effectiveness of the Dhsinfective Agents Used in the
Leboratory, Cleanroom and Manufactunng Arcas™ conducted by Corporate in Irvine, CA has not been venfied here at CAPS San Diego 0
demonstrate that cleaning agents used continue to be effedtive apainst different microorganisms. This study indicates the following D-value

BIE) o =it Sacilius subiis,

(minuces) data fo

Substrate
S@inless Steel NLR* 127 4.05
Epoxy Paint 35.21 7.00 641
EMPLOVE A1) SCMATUEE. DATE ISEUED

Secott T Ballard, Investigator 56
SEE REVERSE | Binh T. Nguyen, Invegtigstor fﬁ"\" 08/08/2014
OF THIS PAGE | Andrew J. Brown, Investidator g4~
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DEFARTMENT OF HEALTH AND HUMAN SERVICES

DIETRICT AD FHOME MUMSER

19701 Fairchild

Irvine, CA 82612
(949]) &0B-2900 Fax:(949) £08-4417

Industry Information: www.fda.gov/oc/indusrcry

FOOD AND DRUG ADMINISTRATION
I TATEIE) OF INSPECTION

08/04/2014 - 08/08/2014
—FE HOWEER

30043278804

TOAME ANG TITLE OF NDIVIDURL 10 WHiOm REP OV T 1550ED

TQ: Mr. William D. Jones, Regional Director

FIRM NAME |

FTHEET ADDRESS

Cennral Admzxture Pharmacy Services Inc 7935 Dunbrock R4 Ste C

ATE. P
San D:Lego, ChA 92128-6322

ENT INSPEC

Qutsourcing Facility

| Floor Material | 219

I 19.46 880 _'

*NLR: No Log Reduction

B, The firm uses GG to clean 180

5 and IS0 7 arcas per SOP-CAPS-4000183, Version 10 0, Effective Date 2014-06-

09 titled *“CAPS-SOP-Sys Environ Control-Infoction Contral-Cleaning Procedure” section 2 6 which stes i EGEGEGEERE

--_l-l_ " In actual practice, the fimn only uses

agentand not [ )

(b) (4)8°9 ;mﬂcml

OBSERVATION &

Strict control is not exercised over labeling issued for use

in drug product labeling operations,

Specifically, your firm does not adequately reconcile labels used for the production of human drug

products intended to be sterile. For example,

A. On August 4 and 5, 2014, we observed
distribution without conducting a reconciliation

1. Midazolam; Lot #17-040222;
2. Glycopyrrolate; Lot #17-40287;
3. Vecuronium; Lot #17-40300;

your firm releasing the following drug products for
of labels after the labeling operation was completed:

g/mL; 100mL Bag
0.2mg/mL; 5 mL syringe
ng/mL; 10mL syringe

Your Regional Director stated the typical proce&s is to conduct a reconciliation of the labels issued to the

production area, but there is no document or
personnel who perform labeling or reconciliatio

written procedure for conducting reconciliation by the
n after all product units are Jabeled.

Additionally, your firm has received two compl

ints dated August 30, 2011 where six pediatric patients

were infused with mislabeled drug product (list mislabeled products); and March @, 2014 where a

hospital customer reported mislabeled drug p

uct (list mislabeled products) prior to patient infusion.

EMPLOVEE(S) GICRATURE, BATE 1eeL0
Scott T Ballard, Investidator %
SEE REVERSE | Binh T. Nguyen, Invegtigator HT_"\) 08/08/2014
OF THIS PAGE | Andrew J. Brown, Investigator 42~
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[~ TATWE AND THTLE UF INDWIDUAL 10 RE T
TO; Mr. William D. Jonss, Regional Director

R FANE TREEY ADDRESE
Central Admixture Pharmacy Services Inc | 7935 Dunbrook Rd Ste C

G, STATE. & CODE. GOOWTRY - TVPE B TABLSTaENT INGPECTED
San Diego, CR 52126-6322 Cutsoureing Facility

OBSERVATION 9

Laboratory controls do not include the establishment of s¢ientifically sound and appropriate specifications designed to assure
that components conform to appropriate standards of identity, strength, quality and purity,

Specifically, your firm has not established ajusiliﬁed specification for water used in Total Parenteral
Nutrition Products intended to be sterile injectable.

All TPN's are compounded using [(XCY solution instead of Sterile Water for

Injection. The label for [(JXC!

OBSERVATION 10

The labels of your outsourcing facility's drug products do not include information required by section

S03B(@)10)(A).

Specifically the information to facilitate adverse event reporting: www,fda.gov/medwatch and 1-800-
FDA-1088; is not included on individual unit Iabeling such as syringes, bags, and vials. The following
drug products' labels do not contain such statements: Ketamine (lot #17-40299), Midazolam (lot #17-
40222), Lorazepam (lot #17-40223), Vecuronium (Jot #17-40288), and Glycopyrrolate (lot #17-40287).

Your Quality Assurance Director stated the labels are considered too small to include all of this
information on the unit dose containers.

Additionally, your firm labels products without the FDA contact information specified above, such as:

1. Cardioplegia Solution; total volume 955mL; exp 06 SEP 2014; lot #23-117811-0-1
2. Peripheral Neonate TPN; volume 338mL; use by 10 AUG 2014; CAPS Rx:[(QXCH

EP OV ERS) SUNATURE /“/’r_)l/ GATE EUED
Scott T Ballard, InveatigEtcr/__,A “Z

SEE REVERSE | Binh T. Nguyen, Investigator m
OF THIS PAGE | Andrew J. Brown, Investigator E ; : p's 08/08/2014
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The observations of objectionable conditions and practices listed
on the front of this form are report

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 compiletion of any such inspection of a factory,
warehouse, consulting laboratory, jor other establishment, and
prior to leaving the premises, the o or employee making the
inspection shall give to the owner, gperator, or agent in charge a
report in writing setting forth any conditions or practices
observed by him which, in his judgement, indicate that any food,
drug, device, or cosmetic in such establishment (1) consists in
whole of in part of any filthy, putrid. or decomposed substance,
or (2) has been prepared, psck&:L or held under insanitary
conditicns whereby it may have e 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.”
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