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BACKGROUND INFORMATION 

TESTING FACILITY:  Lovelace Respiratory Research Institute  
    (Lovelace, LRRI) 
VISITOR ADDRESS: 2425 Ridgecrest Drive SE 
    Albuquerque, NM  87108   
COURIER ADDRESS: Bldg. 9217, Area Y 
    Kirtland Air Force Base  
    Albuquerque, NM  87115      
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

DISTRICT OFFICE ADDRESS AND PHONE NUMBER 

PO Box 28057-BJdg20, Denver Pederal Center 
Denver, Colorado CO 80225 
303-236-3000 

Industry lnformotion: www.taa.gov/oc/industry 
NAME AND TITLEOF INDIVIDUAL TO WHOM REPORT IS ISSUED 

TO: Dr. Robert W. Rubin, CEO/President 
FIRM NAME 

Lovelace Respiratory Research Institute 

CITY, STATE AND ZIP CODE 

Albuquerque, NM 87115 

DATE(S) OF INSPECTION 

10/31/16-J 1/4/16, ll/7/16-l l/ll/16 
FEI NUMBER 

1000066007 

STREET ADDRESS 

Bldg. 9217, Area Y, Kirkland Air Force Base 

TYPE OF ESTABLISHMENT INSPECTED 

GLP Laborato1y 

----

THIS DOCUMENT LISTS OBSERVATIONS MADE BY THE FDA REPRESENTATIVE($) DURING THE INSPECTION OF YOUR FACILITY. THEY ARE INSPECTJONAL 
OBSERVATIONS; AND DO NOT REPRESEN'f A FINAL AGENCY DETERMINATION REGARDING YOUR COMPLIANCE. IF YOU HAVE AN OBJECTION REGARDING AN 
OBSERVATION, OR HAVE IMPLEMENTED, OR PLAN TO IMPLEMENT CORRECTIVE ACTION IN RESPONSE TO AN OBSERVATION. YOU MAY DISCUSS THE 
OBJECTION OR ACTION WITH THE FDA REPRESENTATIVE(S) DURING THE INSPECTION OR SUBMIT THIS INFORMATION TO FDA AT THE ADDRESS ABOVE. IF 
YOU HAVE ANY QUESTIONS, PLEASE CONTACT FDA AT THE PHOIIIE Ill UMBER AND ADDRESS ABOVE. 

DURING AN INSPECTION OF YOUR FIRM (I) (WE) OBSERVED: 

1. The stability of each test or control article was not dete1mined by the testing facility or by the sponsor beforn 
study initiation, or concomitantly according to written standard operating procedures which provide for periodic 
analysis of each batch. Specifically. validation fi(6J (4)_ used to support the stability of test articJe 
,(b) (4) demonstrates stability in stock solution t(c) ·(4) TA). FornmJated dosage administered for study 
(b) (4) was (b) (4) and (b) (4) J. 

2. The identity, strength, pmity, composition, or other characteristics of each batch of test and control article have 
not been appropriately defined and documented. Validation �(6) (4) used to qualify analytical methods for 
characterization oftest article (b) (4) • was not petformed for dose fo11nulations equivalent to those utilized 

inStudy(6)(4) l 

3. The study director did not have overall responsibility for the technical conduct of the study as welJ as for the 
interpretation, analysis, documentation and repmiing of results, and does not represent the single point of study 
control. Specifically► 

a. The study director for (b) (4) failed to assme test article characterization, and stability described within 
Section 5.2 of the :final study report, as analyzed under validation ff(b) (4) 1, was pe1formed jn confom1ance with 
dose formulations equivalent to  those used in the study. 

b. Study ((b) (4) ) related com.mlm.ications (internal and external), sufficienl in detail Lo reconstruct the study, 
were not maintained by the study director, and subsequently archived as defined within SOP (b) <4> J 142, 
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DISTRICT OFFICE ADDRESS AND PHONE NUMBE.R 

DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

DATE(S) OF INSPECTION 

PO Box 28057• Bldg 20, Denver Federal Center 
Denver, Colorado CO 80225 10/31/16-11/4/16, J l/7/16- 1 1/1 1/16 
303-236-3000 

lndust1y T nformation: www.fda.gov/oc/industry 
NAME AND TITLE OF INDIVIDUAL TO WHOM REPORT IS ISSUED 

TO: Dr, Robert W. Rubin, CEO/President 

FEI NUMBER 

]000066007 

--- - -- -- - - - - - - - - - - - - --.---::-=c==::-,-::--=-=--:::-:-:-- - - --
FIRM NAME STREET ADDRESS 

Lovelace Respirat01y Research Institute Bldg. 9217, Area Y, Kit'kland Air Force Base 
CITY, STATE AND ZIP CODE TYPE OF ESTABLISHMENT INSPECTED 

Albuquerque, NM 87115 OLP Laboratory 

Maintenance of GLP Study Records and Documentation. Examples include (amendments; contributing scientist 
dialogue; sponsor communication). 

4. Toe study director failed to assure that all raw data, documentation, protocols, specimens, and final repolts were 
transferred to the archives during or at the close of the study. Spec ifically1 

a. Protocol Section 9.0, Assignment to S tudy, states animals will be rnndomJy s011ed into cohorts using (b) (4) 
l:( b ) (4) -==--·· Randomization for animals in Cohort b) (4) as performed in (b) (4) were not 
maintained for study (o) (4) J 

b. Study (b) (4) Proc_edure Checklist dated 07/10/2014 fol' study (b) (4) documents slides 
11>)(41 

contaminants on plates from cohorti were placed in Room (b) (4l (located in BSL-3 facility). These slides were 
not archived as a part of the study at the close of the study as defined within SOP (b) (4 -1081, Submission and 
Retentlon of GLP Study Records, Specimens and Samples. 
c. The study drrector for1( b )  (4) was notified on 09/29/2014 images of contaminant and (b) (4) 
were placed in au electronic study file for viewing. These images were not archived with study data at the close of 
the study; nor an electronic file archived appropriately as defined within SOPs lb) (4)_ 1 152, OLP Archive, Facility 
Operation and Maintenance and (bH4t 1081, Submission and Retention of GLP Study Records, Specimens and 
Samples. 
5. Not all significant changes in established standard operating procedures were properly authorized in writing by 
management. Specifically, 

a. A dose prepatation form used to document the preparations used in study ( b )  ( 4) was incorporated into SSP 
(b) �4) ___ Dose formulation preparation o� b) (4) . Revisions to the fo1m were made during Coho1i;(b) t4I 

and H \ere not in compliance with SOP b) <4 - 1 185,. Study Specific Procedures and fail to document appropriate 
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DISTRICT OFFICE ADDRESS AND PHONE NUMBER 

DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

DATE(S) OF INSPECTION 

PO Box 28057- Bldg 20, Denver Federal Center 
Denver, Colorado CO 80225 10/31/16- 1 1 /4/16, 1 1 /7/16-11/1 1/16 

303-236-3000 
!lldustry Informatiou: www.fda.gov/oc/industry 

NAME AND ilTLE OF INDIVIDUAL TO WHOM REPORT IS ISSUED 

TO: Dr. Roberl W. Rubin, CEO/President 
FIRM NAME 

Lovelace Respirato1y Research fnstitute 

CITY, STATE AND ZIP CODE 

Albuquerque, NM 87 J l 5 

and approval by the Study Director. 

STREET ADDRESS 

FEI NUMBER 

1000066007 

Bldg. 9217, Area Y, K.frkland Air Force Base 

TYPE OF ESTABLISHMENT INSPECTED 

OLP Laborat01y 

b, Appropriate employee restrictions have not been applied such that revisions to forms published on (b) (4) 
are controlled and completed in compliance with LRRI Policy #62, Compliance Document Control and Use. 
Examples include: 1 )  Multiple versions of the form, Feed Rotation Documentation� used to identi(v animal feed 
were observed in use during the tour of the area on 11/2/20l6. All versions were identified as "Rev. 07May101'; 
and 2) Multiple versions of the form, Archive Record Retrieval Request, were observed used for the retrieval of 
study records for study (b) (4) . All versions were dated as "15Mar2016". 
6. The study director failed to assure that unforeseen circumstances that might affect the quality and integrify of 
the nonclinical laborato1y study were noted when they occtu'red and corrective action was taken and documented. 
Specifically, 

a .  No training was documented for employee '(bH6}l for�) (4) , protocol amendment #3, signed by the study 
director on 05/22/2014. This amendment was specific to Section 14.1 Cage Side and Clinical Observation 
Modification. Clinical observations were documented within (b) ( 4) fol' tbis employee for the follmving 
animals: (b) (4) (8/30/20 14 and 09/18/2014); and(b) (4) (07/15/2014, 07/23/20 14). 

b. Employee lbJ (6), failed to document training for [( 6 ) (4) , protocol amendment #3. signed by the study director 
011 05/22/2014, prior to completion of tasks. This amendment was specific to Section 1 4 . 1 Cage Side and Clinical 
Observation Modification. Training is documented as being completed on 08/25/2014; however the employee 
completed clinical observation within{b) (4) 7on: 07/24/2014, 07/27/2014 ((b) (4)). 

7. The quality assurance unit failed to review the final study 1·eport to assure that sucl1 report accurately described 
the methods and standard operating procedures, and that the reported results accurately reflected the i-aw data of 
the study. Specifically, 

, ,  on the (0) (4) a .  The sponsor·s description of test article ((6) (4) ---- ) is documented as ·1(0) (4) -------
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DISTRICT OFFICE ADDRESS AND PHONE NUMBER 

DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

DATE(S) OF INSPECTION 

-PO Box 28057- Bldg 20, Denver Pederal Center 
Denver, Colorado CO 80225 10/3 1 / 1 6-1 1 /4)16, 1 1 /7/16- 1 1 / l l / 1 6  

303-236-3000 

ft1dustry Information: www.fda.gov/oc/industry 
NAME AND TITLE OF INDIVIDUAL TO WHOM REPORT IS ISSUED 

TO: Dr. Robert W. Rubin, CEO/President 
-- - - - -- - - - ·  

FIRM NAME 

Lovelace Respiratory Research Institute 
CITY, S TATEAND ZIP CODE 

Albuquerque, NM 87115 

FEI NUMBER 

1000066007 

STREET ADDRESS 

Bldg. 9217, Area Y. KiJkland Air Force Base 
TYPE OF ESTABLISHMENT INSPECTED 

OLP L11boratory 

However, the test article is described as ';(b) (4) ..,__. ....... .,_ __ . ,, within ·(b) ( 4) final 1"epo11 . 

b. The (b) (4), Chain of Custody Form for test article Q(b) (4) ) used in study (b) (4) document the 
material was received on 02/27/2014. The final repo1t, signed by the SD on 10/23/2015, states the test atticle was 
received on 02/28/2014. 

c, The '.(b) (4) Chain of Custody Form for control article (lot #(b (4 � used in study (b) (4) documents the 
material was received on 04/22/3014. The final report, signed by the SD on l 0/23/2015, states the control article 
was received on 04/23/2014. 

8 ,  The quality assurance unit did not monitor each study to assure management that the facilities, equipment, 
personnel, methods, practices, records, and controls were in conformance with FDA GLP regulations. Specifically, 

a. Between April 20 l S and October 2016, the :firm failed to complete pest evaluations per SOP. Deviation signed 
on 06/20/2016 failed to accurately document this noncompliance. Specifically, 1 )  deviation signed on 1 0/27/2016 
states the bait boxes were checked in August 2016; however no documentation exists for an assessment in this 
month. 

b. SOP Deviations signed 6/20/2016 and 10/27/2016 document non compliance for evaluations and treatment of 
defined areas stated within (b) (4),-0569, Pest and Weed Control at LRRI (v 16-17) from October 2014- Jan 2016; 
Febrnary 2016 - Apr.il 2016; and July 2016. No appropriate corrective action has been implemented. 

c. Pest control records for evaluations completed in May 2016, docW11ent bait station were filled at statio.us 
identified as 1(b) (4) and (b) (4) Additionally, a comment was recorded to state pest control was needed for 
building (b) (4) and (b) (4) .. Subsequent (b) (4) evaluations completed ju 06/2016, 09/2016 and 10/201 6  
do not docmnent evaJuati011 of these areas. A tour of these areas on 1 1./02/2016 confirmed the following: 1 )  
presence of bait stations at1(b) (4) and 1(b) (4); and 2) three damaged boxed (live trap and bait box) located around 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

DISTRICT OFFICE ADDRESS AND PHONE NUMBER 

PO Box 28057- Bldg 20, Denver Federal Center 
Denver, Colorado CO 80225 
303-236-3000 

Jndustry lnformation: www.fda.gov/oc/industry 
NAME AND TlTLE OF INDIVIDUAL T O  WHOM REPORT IS TSSUED 

TO: Dr. Robe1t W. Rubin, CEO/President 
FIRM NAME 

Lovelace RespiJatory Research Tnstitute 
CITY, STATE AND ZIP CODE 

Albuquerque, NM 87115 

STREET ADDRESS 

DATE(S) OF INSPECTION 

10/31/16-1 l/4/16, 11/7/16-l l/ ll/16 
FEI NUMBER 

1000066007 

Bldg. 9217, Area Y, r<irkland. Air ForceBase 
TYPE OF ESTABLISHMENT INSPECTED 

GLP Laboratory 

the building for'(b) (4) and (b) (4) No deviation has been recorded. 

9. Not all data entries were dated 011 the date of entiy and signed or initialed by the person entering the data. 
Specifically, Media Preparation Logs fail to document the actual amounts of ingredients used in the preparation of 
the media. Preparation logs include the typed amount required to make the media. 

10. The quality assurance unit failed to maintain a copy of a master schedule sheet that contained all required 
elements for all nonclinical laborat01y studies conducled by the testing facility. Specifically, the most cur.rent 
version of the master scheduled provided during audit failed to include the test system for study (b) (4) 
documented as initiated on 08/28/2015. Archived copies of the master schedule maintained as required by SOP 
QAU-1 1 82.7. Master Schedule. rev iewed from May-October 2016 also fail to include this information_ 
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The observations of objectionable condit ions and practices l isted on the front of this fo rm 
are reported: 

1 .  Pursuant to Section 704 (b) of the Federal Food, Drug and Cosmetic Act, or 

2. To assist fi rms inspected in complying with the Acts and regu lations enforced by the 
Food and Drug Admin istrat ion. 

Section 704(b) of the Federal Food, D rug ,  and Cosmetic Act (2 1 USC 374(b)) provides: 

"Upon completion of any such inspection of a factory, warehouse, consu lti ng 
laboratory , or other establ ishment, and prior to leaving the premi ses, the officer or employee 
making the inspection shal l g ive to the owner, operator, or agent in charge a report in 
writing sett ing forth any cond it ions or practices observed by him wh ich , i n  h is  j udgement ,  
i nd icate that any food , drug ,  device, or cosmetic i n  such establ ishment (1 ) cons ists in whole 
or in part of any fi l thy , putrid , or decomposed substance, or (2) has been prepared , packed, 
or held under insan itary conditions whereby it may have become contamina ted with fi lth , or 
whereby it may have been rendered injurious to health .  A copy of such report sha l l  be sent 
p romptly to the Secretary . "  
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DEPARTMENT OF HEAL TH ANO HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

DISTRICT OFFICE ADDRESS AND PHONE NUMBER 

PO Box 28057- Bldg 20, Denver Federal Center 
Denver, Colorado CO 80225 
303-236-3000 
Industry Inrormation: www.fda.gov/oo/lndustiy 

NAME AND TITLE Of INDIVIDUAL TO WHOM REPORT IS ISSUED 

TO: Dr. Robert W. Rubin, CEO/President 
FIRM NAME 

Lovelace Respi:ratoty Research Institute 

CITY, STATE AND ZIP CODE 

Albuquerque, NM 87115 

DATE(S) OF INSPECTI ON 

10/31/16-11/4/16, 1 1/7/16-11/l }/16 
FEINUMBER 

1000066007 

STREET ADDRESS 

Bldg. 9217, Area Y, Kirl<land Air Force Base 

TYPE OF ESTABLISHMENT INSPECTED 

OLP Laboratory 
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 DETERMINATION REGARDING YOUR COMPLIANCE. IF YOU HAVE AN OBJECTION REGARDING AN 
OBSERVATION, OR HAVE IMPLEMENTED, OR PLAN TO IMPLEMENT CORRECTIVE ACTION IN RESPONSE TO AN OBSERVATION, YOU MAY DISCUSS THE 
OBJECTION OR ACTION WITH THE FDA REPRESENTATI VEiS) DURING THE INSPECl'ION OR SUBMIT THIS INFORMATION 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 (I) (WE) OBSERVED: 

1 .  The stability of each test or control article was not determined by the testing facility 01· by the sponsor before 
study initiation, or concomitantly according to written standard operating procedures which provide for periodic 
analysis of each. batch. Specifically ,validation #(b) (4) used to qualify analytical methods for characterizatio11 
of test article :(b) (4) • was not performed for dose formulations equivalent to those utilized in Study 
( 6 J  (4) 
2. The identity, strength, ptu-.ity, composition, or other characteristics of each batch of test and control article have 
not been appropriately defined and documented. Specifically, validation #(b 4 used to support the stability 
oftest article (b) (4) demonstrates stability in stock solution [b) (4) TA). Po1·mulatcd dosage 
administered for study(o) (4) was (b) (4) and (b) (4) 

3. The study director did not have overall responsibility for the technical conduct of the study as well as for the 
interpretation, analysis, documentation and reporting of results, and does not represent the single point of study 
control. Specifically, 

a. The study director for
1{b) (4) · failed to assure test atiicle characteriza1ion, and stability described within 

Section 5.2 of the final study report. as analyzed under validation #(bj (4) 1, was performed in confo11nance with 
dose formulations equivalent to those used in the study. 

b. Study �(b) (4) ) related communications (internal and external), sufficient in detail to reconstruct the st11dy, 
were not maintained by the study director, and subsequently archived as defined within SOP (b) (4X 1 1 42, 
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DEPARTMENT OF HEAL TH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

OISTRICl OFFICE ADDRESS AND PHONE NUMBER 

PO Box 28057- Bldg 20, Denver federal Ce mer 
Denver, Colorado CO 80225 
303-236-3000· 

lndustt·y Information: www.fda.gov/oc/industry 
NAME AND TITLE OF INDIVIDUAL TO WHOM REPORT IS ISSUED 

TO: Dr. Robe1t W. Rubin, CEO/President 
FIRM NAME 

Lovelace Respiratory Research Institute 
CITY, STATE AND ZIP CODE 

Albuquerque, NM 87115 

STREET ADDRESS 

DATE(S) OF INSPECTION 

10/31/ 16- 1 1/4/16, 11/7/16-1 1/11/16 
FEINUMBER 

1000066007 

Bldg. 9217. Area Y, Kirkland Air Force Base 
TYPE OF ESTABLISHMENTINSPECTEO 

GLP Laboratory 

Maintenance of GLP Study Records and Documentation. Examples include (amendments; contributing scienlist 
dialogue� sponsor communication). 
4. The study director failed to assure that all raw data, documentation, protocols, specimens, and final reports were 
transferred to the archives during or at the close of tl1e study. Specifically, 
a. Pmtocol Section 9.0, Assignment to Study, states animals will be randomly sorted into cohorts using:(b) (4n 
(b) (4) ;. Randomization fot animals in Coho1t (b) (4)J as pe1formed in'(b) (4) were not 
maintained for study :(o)-(4) ! . 

b.  Study 1(6) (4) Procedure Checklist dated 07/10/2014 for study i( b )  (4} documents slides 
contaminants on plates from cohort'(b)(◄i ere placed in Room lb) <4) (located i n  BSL-3 facility). These slides were 
not archived as a part of the study a the close of the study as defined within SOP b} C4l. J 081, Submission and 
Retention of GLP Study Records, Specimens and Samples, 
c. The study director for( b)  (4) was notified on 09/29/201 4  images of contaminant and (b) (4) _J were placed in an electronic study file for viewing. These jmages were not archived with study data at the close of 
the study� nor an electronic file archived appropriately as defined within SOPs (b) <4>- 1 152, GLP Archive FaciJi ty 
Operation and Maintenance and'(bl(4) 1081, Submission and Retention of GLP Study Records, Specimens and 
Samples. 
S. Not all significant changes in established standard operating procedw·es were properly authorized in writing by 
management. Specifically. 
a. A dose preparation form used to document the preparations used in study[( b )  (4) was incmporated into SS� 

l@J4) !, Dose formulation preparation of( b )  (4) · .  Revisions to the form were made during Cohortl1 4l 
and(bH4> ere not in compliance with SOP lbJ <4>,.1 185, Study Specific Procedures and fail to document appropriate 
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and approval by the Study Director. 
b. Appropriate employee restrictions have not been applied such that revisions to f01ms published on :(b) (4) 
are controlled and completed in compliance with LRRI Policy #62, Compliance Document Control and Use. 
Examples include: 1) Multiple versions of the fonn1 .Feed Rotation Documentation, used to identify animal feed 
were observed in use during the tour of the area on 1 1/2/201 6. All versions were identified as ''Rev. 07Mayl0"; 
and 2) Multip1e versions of tl1e form, Archive Record Retrieval Request, were observed used for the 1'etrieva1 of 
study records for study1(I:>) (4) . All versions were dated as "1 5Mar2016''. 
6. The study director failed to assure that unforeseen circumstances that might affect the quality and integrity of 
the nonclinical laboratory study were noted when they occurred and corrective action was taken and documented. 
Specifically, *** 
a. No training was documented for employee (bl(6) for (b) (4) , protocol amendment #3, signed by the study 
director on 05/22/2014. This amendment was specific to Section 14.1 Cage Side and Clinical Observation 
Modification. Clinical observations were documented within (b) (4) for this employee for the following 
ruiimals:.(b) (4) (8/30/2014 and 09/1 &/2014); and( b)  (4) (07/15/2014, 07/23/2014). 
b. Employee (bJ (si failed to document training for (I:>) (4) , protocol amendment #3, signed by the study director 
on 05/22/2014, prior to completion of tasks. This amendment was specific to Section 14 . 1  Cage Side and Clinical 
Observation Modification. Training is documented as being completed on 08/25/2014; however the employee 
completed clinical observation with.in'(b) (4) on: 07/24/2014, 07/27/201 4  �(£}_ (4)\). 
7. The quality assurance unit failed to review the final study report to assure that such rep01t accurately described 
the methods and standard operating procedures, and that the reported results accmately reflected the raw data of 
the study. Specifically, 
a. The sponsor's description oftest article Q(b) (4 . .,,_) __ ,) is documented as '1(b) _,.(4_)._ __ _ ' on the (bl (41 
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Bldg. 9217, Area V, Kirkland Air Force Base 
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OLP Laboratory 

However, the test article is described as < 6 4 " within 6 4 ------- final report. 
b. The{b) (4) Chain of Custody Form for test article ( b 4 ) used in study D 4 document the 
material was received on 02/27/2014. The final report, signed by the SD on 10/23/2015, states the test a1ticle was 
received on 02/28/20 14. 
c. The(b) <4) Chain of Custody Form for control article (lot II 6} 4) ) used in study (b) 4) documents the 
material was received on 04/22/3014. The final report, signed by the SD on 10/23/2015, states the control article 
was received on 04/23/2014. 
8. The quality assurance unit did not monitor each study to assure management that the facilities, equipment, 
personnel. methods, practices, records, and controls were in conformance with FDA GLP regulations. Specifically, 
a. Between April 2015 and October 2016, the firm failed to complete pest evaluations per SOP_ Deviation signed 
on 06/20/2016 failed to accurately document this noncompliance. Specifically, l) deviati.on signed on I 0/27/2016 
states the bait boxes were checked in August 20 l 6; however no documentation exists for an assessment in thfa 
month. 
b. SOP Deviations signed 6/20/2016 and 10/27/2016 document non compliance for evaluations and treatment of 
defined areas stated within (b) (4)-0569, Pest and Weed Control at LRRI (v 16-17) from October 2014- Jan 2016; 
Februruy 2016 - April 2016; and July 2016. No appropriate corrective action has been implemented. 
c. Pest control records for evaluations completed in May 2016, document bait station were filled at stations 
identified as (b) (4) . aud(b (4),. Additionally, a comment was recorded to state pest control was needed for 
building D 4 and D 4 .:. Subsequent D 4 · evaluations completed in 06/2016, 09/2016 and 10/2016 
do not document evaluation of these areas. A tour of these areas on 1 1/02/2016 confirmed the following: 1) 
presence of bait stations at 6) 4 and (6) (4 ; and 2) three damaged boxed (live trap and bait box) located around 
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the building for (b) (4) and (b) (4) •. No deviation has been recorded. ---

9, Not all data entries were dated on the date of ent1y and signed or initialed by the person entering the data. 
Specifically, Media Preparation Logs fail to document the actual amounts of ingredients used in the preparation of 
the media. Preparation logs include the typed amount required to malce the media. 

The quality assurance unit failed to maintain a copy of a master schedule sheet that contained all eequired elements 
for all nonclinical laboratory studies conducted by the testing facility. Specifically� the most current version of the 
master scheduled provided during audit failed to include the test system for study [b) ( 4) documented as 
initiated on 08/28/2015. Archived copies of the master schedule maintained as required by SOP QAU-1 182.7, 
Master Schedule, reviewed from May-October 2016 also fail io include this information. 
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The observations of objectionable cond it ions and  p ractices l isted on the front of th is  form 
are reported: 

1 .  Pursuant to Section 704(b) of the Federal Food, Drug and Cosmetic Act, or 

2. To assist firms i nspected in complying with the Acts and regulations enforced by the 
Food and D rug Administration . 

Section 704(b) of the Federal Food, D rug ,  and Cosmetic Act (2 1 USC 374(b)) provides: 

"Upon completion of any such i n spection of a factory, warehouse, consulting 
laboratory ,  or other establ ishment, and prior to leaving the premises, the officer or employee 
making the i nspection sha l l give to the owner, operator, or agent in charge a report in 
writing sett ing forth any cond i tions or practices observed by h im wh ich , in his judgement, 
ind icate that any food, drug , device, or cosmetic in such establ ishment ( 1 )  consists in whole 
or in part of any filthy, putrid , or decomposed substance, or (2) has been prepared , packed , 
or held under i nsan itary condit ions whereby it may have become contaminated with filth , or 
whereby it may have been rendered injurious to health .  A copy of such report shal l  be sent 
promptly to the Secretary." 
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SUMMARY 

This inspection of Lovelace Respirato1y Research Institute, a non-clinical laborato1y, was conducted 
per GLP Dii.·ected Inspection assigmnent from CDER (#11618938) and in accordance with the 
Nonclinical Laboratories Compliance P1Jgram (CP 7348.808 . The ins ection was limited in that it 
onl focused on the review of the stud (6) (4) 

---
as identified within the assigmnent. 

The fnm was previously inspected 2/23/13 - 3/13/13 . F01m FDA 483 was issued to Dr. Robe1t W. 
Rubin, President/ CEO for the following observations :  1) study director failed to assure unforeseen 
circumstances that might affect the quality and integrity of the nonclinical laborato1y study were 
noted when they occmTed and conective action taken and documented; 2) testing facility does not 
provide storage areas, as needed, for feed, bedding, supplies, and equipment; and 3) quality 
assurance unit failed to dete1mine whether deviations from approved protocols or standard operating 
procedures had been made with proper authorization and documentation. Conective actions were 
verified during the cmTent inspection. 

On 10/31/16, credentials were presented and FDA-482, Notice oflnspection provided to Jennifer S. 
Cleerdin, JD, Senior Director -Scientific Operations upon anival to the inspection site. Inspectional 
areas covered include : facilities, operations, organization and P.ersonne eq!!iJ)ment, test and control 
a1ticles, the quality assurance unit, archives, and data audit for (6) (4) . FDA- 483, 
Inspectional Observations was issued to Dr. Robe1t W. Rubin, President & CEO on 11/11/16 for the 
following observations: 1) the stability of each test or control a1ticle was not dete1mined by the 

1 of32 
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testing facility or by the sponsor before study initiation, or concomitantly; 2) the identity, strength, 
purity, composition, or other characteristics of each batch of test and control article have not been 
appropriately defined and documented; 3) the study director did not have overall responsibility for 
the technical conduct of the study; 4) the study director failed to assure that all raw data, 
documentation, protocols, specimens, and final reports were transferred to the archives during or at 
the close of the study; 5) not all significant changes in established procedures were properly 
authorized; 6) the study director failed to assure that unforeseen circumstances that might affect the 
quality and integrity of the nonclinical laboratory study were noted when they occurred and 
corrective action taken and documented; 7) the quality assurance unit failed to review the final study 
report to assure that such report accurately described the methods and standard operating procedures, 
and that the reported results accurately reflected the raw data of the study; 8) the quality assurance 
unit did not monitor each study to assure management conformance with GLP regulations; 9) not all 
data entries were dated on the date of entry, signed or initialed by the person entering the data; and 
10) the quality assurance unit failed to maintain a copy of a master schedule sheet with all required 
elements for nonclinical laboratory studies.  

No samples were collected and no refusals were encountered during the current inspection.

FMD-145 information and all post-inspectional correspondence should be addressed to Dr. Robert 
W. Rubin, President and CEO, 2425 Ridgecrest Drive SE, Albuquerque, NM 87108.

ADMINISTRATIVE DATA
Inspected firm: Lovelace Respiratory Research Institute
Location: Area Y,  Building 9200, KAFB East

Albuquerque, NM 87185
Phone: 505-845-1011
FAX: -
Mailing address: Kirtland Afb Po Box 5890

Albuquerque, NM 87115
Dates of inspection: 10/31/2016-11/4/2016 , 11/7/2016-11/11/2016 
Days in the facility: 10
Participants: Theressa B Smith, Investigator

     
Credentials were presented and FDA-482, Notice of Inspection issued to Jennifer S. Cleerdin, JD, 
Senior Director –Scientific Operations on 10/31/16.  FDA-483 was issued to Dr. Robert W. Rubin, 
President & CEO on 11/11/16.  The FDA-483 was amended, and re-issued on site.

HISTORY
     
Lovelace Respiratory Research Institute (LRRI) is a non-profit, private research institute. The lab 
was founded in 1947 in the State of New Mexico. 
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LRRI is a fully functional GLP and research facility that operates . LLRI currently 
performs a variety of research activities in the following areas: asthma, emphysema, lung cancer, 
inhalation toxicology, aerosol science, inhalation drug delivery, bronchitis, allergies, science service 
contracting, pulmonary fibrosis, pulmonary hypertension, infectious disease, radiation studies, 
chemical exposure research, clinical trials, specialized software for laboratory research, and 
neurobiological research. Ms. Cleerdin provided a presentation containing an overview of the firm’s 
operations and areas of research, included as Exhibit 1.

LRRI conducts its research on two campuses. The north campus is located at 2425 Ridgecrest Dr. 
SE, Albuquerque. This  square foot building houses the administrative offices as well as the 
Histopathology and Lovelace Scientific Resources (LSR). The south campus is located inside 
Kirtland Air Force Base and covers an area of  square feet. This secured facility is where 
most of the research takes place. Animals such as dogs, rabbits, ferrets, rodents, and non human 
primates are housed in this facility. A facility diagram is enclosed as Exhibit 7. 

Since the last inspection, the Analytical Department has been relocated within the facility.  This 
infrastructure project began in 2014, and during the inspection equipment was still in the process of 
being moved and qualified.

INDIVIDUAL RESPONSIBILITY AND PERSONS INTERVIEWED
     
Current organizational charts are attached as Exhibit 2. The following individuals answered 
questions and provided operational information including various records and documents.

Dr. Robert W. Rubin, President and CEO Dr. Rubin is the most responsible individual for the 
operations of this firm. He reports to the Board of Directors. He was only present during the closeout 
meeting and was issued the Form FDA 483.

Elizabeth Morrison, Quality Manager Ms. Morrision is responsible for ensuring the firm is in 
compliance with sponsor protocols and the regulations of multiple federal departments and agencies,
managing the QA and QC departments. Ms. Morrison facilitated the inspection. She accompanied 
me during the physical inspection of the south campus, answered questions regarding firm 
operations, provided requested records for review and copies of the records as needed, and arranged 
for meetings with other key personnel. She has been in this position for approximately one year.

Jennifer S. Cleerdin, Senior Director – Scientific Operations In this role, Ms. Cleerdin, along 
with Mr. Jacob McDonald, VP –Applied Sciencs, serve as Test Facility Management.  
Responsibilities are divided such that Ms. Cleerdin provides oversight in regulatory, safety, training 
services, and project management.  Ms. Cleerdin reports to Dr. Robert Rubin.  Ms. Cleerdin has been 
in this position for approximately two years.   Ms. Cleerdin worked with Ms. Morrison to facilitate 
the inspection.

(b) (4)

(b) (4)

(b) (4)
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Mr. William M. Mega, BS. Study Dire ctor Mr. Mega served as the study director for {t5) (4) 
{6) { 4) In this role, he was responsible for the overall technical conduct of the study as we as for 
the interpretation, analysis, documentation, and rep011.ing ofresults. He represented the single point 
of study control. He has worked in th.is capacity with LRRI for approximately 10 years, and has 
experience working in GLP and non-GLP areas with mice, rats, rabbits, and primates. He also 
assists with BSL-3 training, and provides protocol training for study personnel. His CV is included 
as Exlubit 5. He repo11s to Melanie Doyle-Eisele, Life Sciences Director . 

Dr. Philip Khuel2 PhD, Director, Scientific Core Laboratories Dr. Klmel cmTently heads the 
division to inch1de aeroso ana ical and bioanalytical chemistry, microbiology, and telemetry. 
During the conduct of (t5) (4) , he was responsible for overseeing analytical work completed for 
assay validation, fomm.lation, QC analysis, writing and final report reviews. His CV is included as 
Exlnbit 3. He rep011s to Jacob McDonald, VP-Applied Sciences. 

(b) (6), (b) (7)(C),BVSc, PhD, DipACVP ' C6H5>,C6H7J<C1 served as the pathologist for (l:5 4 
He l1as worlced at LRRI as a pathologist since E.'..s). (b) (7)(C)

. 
'(bH5>, (6} (7Y(CJ Qrovided infonnation 

regarcling his involvement and responsibilities while working on (b) 4) . His CV is inch1ded as 
Exlribit 6. He rep011s to Dr. Andrew Cawthon, Director of Clinical : uppo1t. 

Dr. Andrew Cawthon, PhD, Director of Clinical Support Dr. Cawthon serves as the Institute's 
Responsible Official and IACUC Chair. He manages the pathology, histology, clinical supp011, and 
comparative medicine departments at LRRI. He joined LRRI in 2014. Dr. Cawthon provided 
infonnation regarding necropsy and IACUC procedures. In addition, Dr. Cawthon provided 
infonnation regardinfil blindino process for pathologist at LRRI specific to (b) <4> projects 
involving test a11icle (o) (4) 

FIRM'S TRAINING PROGRAM 

A thorough description of the fmn's trammg system is reported in the 2012 EIR. No significant 
changes were noted dming the cmTent inspection. 

Durino the inspection, training records were reviewed for select employees who worked on study 
(b 4 . Observations are described within EIR Section Objectionable Conditions. Training 
records continue to be stored electr·onically within Training Manager. 

MANUFACTURING/DESIGN OPERATIONS 

The assignment (Attachment 1) requested Denver District complete a directed GLP inspection of: 
• (6) (4) 
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Mr. William Mega, BS was assigned as the Study Director for this study. His CV is included as 
Exlnbit 5. 

The Final Report for Study (6) (4 }--i was provided electronically by CDER along with the 
assignment prior to inspection. To �ia- m lli'e review of this repo1i, some records were printed for 
reference from the electronic records and are referenced as exlnbits within the repo1t. 

Note: The finn requires evidence of TB skin test within Ibll
4Jmonths, and proof of immunization . 

Auditors should obtain and bring these documents as evidence for entty into the BSL 3 area. There 
was no tour of the BSL 3 areas utilized for this study, as recent TB skin testing was outside of this 
window. 

Original signatures from tl1e sponsor for protocol and amendments Q(6) (4)]) were not maintained 
by facility management. According to Section 6.1 . 1, General Records of (b) (4l -1 142, Maintenance of 
GLP Study Records and Doclllllentation, signed originals of protocols, amendments are maintained 
in the QA departtnent until the study is archived. Approved copies are to be kept in the study 
records (Exlnbits 16-18, pg 2). Ms. Cleerdin referenced SOP (b} <4> 1 109, Preparation, Use and 
Approval of Study Protocols., Amenchnents and Deviation which states" in cases where logistical 
issues prevent 'wet signature' by the Sponsor in a timely manner, a PDF or fax approval from the 
Sponsor is acceptable. It is desirable that the original be sent from the Sponsor, if possible" (Exlnbit 
32, pg 4). Ms. Cleerdin was infonned of the policy contradictions. 

PROTOCOL SUMMARY & REVIEW 

The primary objective of this study was (b) ( 4) 
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The major ity of 

Section 5. 1, Blinding of the fmal reports states :  "All study technicians administering test a1iicle, 
perfonning clinical observations, handling animals, necropsy persollllel and pathologist were 
blinded. The Study Director, study coordinators and the telemetty coordinator were blinded". 
Moribund euthanasia calls were made by blinded persollllel (Study Director . The study was 
unblinded after the conclusion of the (l>H-ll coh01i. Data captured within (6) (4) was unblinded 
on 10/1/14 (Exhibit 58, pg 1) . The original protocol provided little infonnahon regarding blinding 
for this study, only stating: " To control potential bias, technicia.ns and scientists recording animal 
status, or dosing the animal will not be aware of tt·eatment group allocation. *** The Study Director 
or designee will make decisions regarding the euthanasia of monbund anitnals and will be blinded to 
treatment groups" - see Protocol Section 9.0, Assignment to Study. Blinding for this study was 
clarified in Amendment # 1  (signed by Study Director and Sponsor on 5/1/14) in Protocol Section 
23.0 Appendix- Prese1ving the Blind (Exlnbit 59, pgs 7- 11). All personnel who were unblinded for 
this study were required to sign confidentiality agreements stating that they will not disclose or 
discuss test group infonnation with study personnel who were blinded to the study. The section, 
Necropsy and Pathology, states "The pathologist will also be blinded until the completion of coh01i 
1141of each study pa1i. The pathologist will be unblinded at that time and then will perfonn his study 
analysis and rep01i", see Exhibit 59, pg 11 .  

I asked Mr. Mega if the pathologist were blinded for this study. Mr. Meira stated he and the Sponsor 
had had many conversations regarding this, but the pathologist ((D) (6), (o) (7)(C]} was blinded for 
(6) (4) . However, Mr. Mega did not maintain any conespondence from the sponsor for this 
study see Obse1vation 3a). On 11/8/14, I inte1viewed '(l>) (S), b) (l)(Cj regarcling his responsibilities for 
this st udy. He also stated he remembered being involved in many discussions regarding whether the 
pathologist would be blinded or m1blinded for this study. I asked if he had any conespondence I 
could review; he replied ''no". He stated he was unblinded for this study. Afte1wards, I informed 
him of my prior discussion with Mr. Mega, and provided the Appendix for his review. He then 
stated his role wa� exactly qs stated in the protocol, and whatever Mr. Mega had told me. 
Conversations with (b) (S), (bf(7)(C) regarding his responsibilities were contentious, and he was not fo1ih 
coming in providing infonnation. 

On 09/30/2016, animal ID assignments for dosing groups for b) i 4 were provided to individuals 
designated to be blinded during the study, with the comment: ''If for any reason you should not be 
un-blinded DO NOT open the attachments. Also please take care to not distribute beyond what is 
required'' (Exlnbit 19, pg 3). This communication was not forwarded by the Study Director, but by 
the dose fommlation group manager. This c01nn1miication was f01warded at the end of Coh01i (6) (") 

however, tl1e protocol stipulated wliich individuals could be unblinded at this time point. 
Management was reminded the email should have been selective, and not sent to eve1yone. There is 
no record to ensure compliance that individua ls did not open the file. 
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These 
logs were reviewed; no observations were noted. Obse1vations were noted regarding media 
preparation logs used within the microbiology depa11ment were noted and further described within 
Obse1vation 9a. The (D (4) dose suspension was cultured for dosage and stability b) ( 4) 
exposures b measuring (b) (4) ..--- . and for purity usin& ( b) ( 4) 
(6) 4 and b 4) Media preparation fonns for 6) 4) state 
the media was prepared according to SOP (b) (4) Preparation of Microbiological Reagents and 
Media (Exlnbit 4 7). The fonnula tion within the SOP states that ( b) ( 4) require 
(o) (4) ] and (o) (4) f (Exlubit 46, pg 3). Media 
preparation fonns for this study do not document erther of t1ieseingredients were used (see image 
included within Obse1vation 9 and Exlnbit 36, pg 1). (o) (G), (b)(l)(j could not find documentation to 
support if the (o) (4) plates were / were not compromtsed 111 their ability to be read without the 
ingredients, but did state the organism was visible. The fonnulations list within this procedme was 
later revised (01Oct2014) and requirements for (o) ("4) and (6) (4) removed (Exlnbit 46, 
pg 4). 

Incubators within the BSL 3 facility are continuously monitored; however, those located witlun the 
Microbiology (6) (4) are not. Only a tb) (j readino is required for these incubators. Some media 
preparations for the study were completed in the (D) (4) For exam le, media reparation logs fo1; 
incubator rn41 only document the temperature was taken at b) 4 during a (b) (4) 
incubation (see Exlubit 36, pgs 7-9). Management was advised of the need to take mul6ple readings 
during the extended time period when manual recordings are required. 

A review of the set-up & pre-exposure testing of the �6) riJ exposme system used for 6) (4 
!bn41was completed. No obse1vations were noted. However, an evaluation of LRRI (b) (4) 
applications by FDA Center personnel should be perfo1med during the next EI. (b) rirAJ3sL -3 
Exposure data sheets were reviewed for each cohort,. and data verified for all animals. The 
infom1ation from these data sheets are transcribed within (b) (,l} tables for repo11ing and calculations. 
The audit dete1mined the (o} (4) cells for some parameters b 4 Output/Flow Rate, Main 
Exliaust Flow Rate, '(b) <4l Conti-ol Flow Rate) liave not been fonnatted to display all of the 
infonnation "as fmmd" on the conesponding study document (Exposure Data Sheet). The 
infonnation within the (D} (4) table is rmmded. The (D} (4) fonns are QC'd; however , the 
discrepancies appear to liave not been noted. For example, 

Exposure Animal ;(b) (4) �(b) (4) I (b) (4) '(b) (4) 
Date Output Output Parameter Parameter 

(L/min)/Flow (L/min)/ Flow Flow Rate Flow Rate 
Rate Rate (L/min) (L/min) 

Raw Data (6) (4! Raw Data 
[{
6) (4

1-v-05/6/14 (6) ("4) (o) (4) (b) (4Y (b) (4) 1 (b) (4)_ 
08/25/14 ..__ 

- -

- .-
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Calculations were rep01ied within Table 6, (o) (4) ) Summa1y Data of the (6) (4}7 
Repo11 (Exhibit 59, pg 16). However, differences were note between the {o) 41 printed tablestlci 
the rep011. No tables within the study data were observed to contain the same infonnation. 
Management rep01ted the infonnation was trnncated when printed, but visible within the program 
Examples include: 

ed Estimated 
Exposure Animal ( 
Date (L) Volume (L) 

4) Final re rt 
05/6/14 
06/ 1 1/14 

(b) (4) b) (4) (o) (4) 

08/25/14 

Note: See Exhibit 42 for exposure data from 516/14; Exhibit 43 for 7/11 II 4 exposure; and Exhibit 44 
for 08/2 5/14. 

All animals were (b) ( 4) � ----- to provide b 4 
(6) (4) ..--. -- ... -----,--- -- -,,---.---. . Pre-exposure telemetty da ..... ta-w"""a_s.._c_a_p_tm_·e-d0-d··t-rr._..in_g__.a 
b) ( 4 J day observation period nnmediately prior to (o) (4) exposure to develop baseline 

physiological measurements. Intennittent telemetty data was noted throughout the study for noted 
annnals, but were approp1iately documented through deviations. Study documents contained 
computer screen-shots of the telemetiy data to document the tt-igger point for all annnals except 
#�6) (4t 

Test a1ticle accoU11tability, and dose fonnulations were reviewed Observations regarding dose 
fommlations are discussed within Observation 5. Although two different dosage preparations 
(requiring (6) (4) __J ) were inade, at the onset of the study, employees recorded the amoU11ts 
removed collectivelyoiito the GLP Reagent, Test Control At1icle Use Fann (Exlubit 46). As a 
result, multiple en-ors were made, and the amounts of TA recorded on f01m were observed as 
inaccurate in respect to the amollllt of TA documented as used on the Dose Fommlations Preparation 
Fo1m. Mul6ple en-ors were noted on the test a1iicle usage fonn that was con-ected during later 
review of the fom1S. However, the first en-or was made on the first day of preparation (Exhibit 46, pg 
1 & Exhibit 48, pgs 2-3). 

Dose Dose GLP Test Dispense (6) (<J) J6) (41 Total Article Use Difference Date (bl(�) 

5/7/2014 (b) (4) 
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Employees did not begin to continuously record the individual weight for each fonnulation lmtil late 
within Coh011 l

b) (4

phhough, some varlability was still noted between employees (Exlubit 46, pgs 4-6). 
Management was encouraged to have employees record the specific amount as they are removed 
/used. The calculation enor on 05/7/14 was not discovered following the QA audit specific for the 
test a11icle (see Quality Assurance Statements). Re-calculations upon review of the fom1S were 
documented as completed in October 2015. 

For up to (bfC.Jldays following challenge, clinical observations were perfo1med at least (t5) (4) 
with the exception of noted devlations. Observations were tailored to assess b) 4) __ _ __ 
neurological symptoms, provoked and unprovoked behavior, food intake and body weight trenos, 
appearance/posture, and gastrointestinaVurogenital abnonnalities. These observati011S were recorded 
in (t5) (4) 

Water and feed analysis were not reviewed for this study, and should be covered during the next EI. 

Animals reviewed for clinical observation and pathology include: (t5) (4) 
(t5) (4) 

�.__,_ ___ _ 

Clinical chemistry and hematology parameters were assayed pre-challenge, on Days b) 4 
(t5) (4) and at (t5) (4) . On 7/72014, a blood smear slide was prepared for 
hematologic evahiation for animal #(b) (4) (Exlubit 45, pg 4). The laboratory received the sample 
on 7/7/14 (Exlubit 45, pg 1). However, tl1e slide was tnis-labeled as #'.(t5) (4), also received and 
processed on 7/7/14 (Exlubit 45, pgs 1, 3 - 4). All slides prepared by the clinica pathology laborato1y 
for this study were subtnitted to the facility archive on 10/13/2015, following a check of the 
invent01y on 12/9/14 (Exlubits 45, pgs 2, 5). The archivist verified the slides using a Slide Invento1y 
List on 10/20/15. No issues were noted, as tl1e invent01y list documents two (2) entries for #'.(6) (4) 
During the audit, I audited the archived slides for this study, and no slide labeled as #(I:>) (4) was 
found. 

(b) (6), (b) (7)(C), Medical Technologist, was interviewed to discuss the verification process for 
slides prior to archival She has worked in the area for 7 years. Upon her review, she confn1ned 
which slide should have been identified as �(b) (4� by looking on the back of the slide. At tl1e time 
of the study, employees who worked in the area labeled the back of the slide with the animal number 
in pencil This process is no longer in practice. Additionally, she stated there is no second person 
verification completed of the inventory prior to archival subtnission. 

Necropsy oc.cU1Ted for found dead anlmals.1. subsequent to euthanasia for animals found to be fbH4J 
(6 4 __ or (b) (4) . Necropsy 
procedures were perf01med lmder tl1e supervision of a veterinary pathologist by qualified necropsy 
technicians. Gross necropsy obse1vations were recorded. Gross necropsy obse1vations were recorded 
in b 4) (bl <5>. (bl (7XC) stated he was present for all necropsies completed for this animal 
However, Dr. Andrew Cawthon, stated he doubted this was accurate, but that LRRI does have video 
feed available in the necropsy suite so that the pathologist 1nay log in (if needed) for consuh, when 
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requested by the necropsy staff as the pathologist staff is on call for moribund and found dead 
animals on (o) (-4) and (o) (-4) hours. 

Various reports withm (t5) (4) were reviewed. The following observations were noted and 
discussed: 

• Time stamps repo11ed witlllll tl1e (t5) (4) database were different (12 hour vs 24 hour) 
betweenrep01ts. For example, Animall{; (b) {4) -

1. Gross Pathology & Generalised Results Raw Data Prints reported the tinles using the 12 hour 
clock (Exlubit 4, pgs 5-12). For example, the time stamp for Tissue: Animal identification on 
5/23/14 was recorded as "2:12"01 PM" (Exlubit 4, pg 5) 

2. Clinical Observations Raw Data Print used the 24 hour clock (Exlubit 4, pgs 13-14).  Time 
stamps for all clinical observations completed in the evening were documented as "19:40", see 

f(b}l4l . (bl (�l · Da� Observation week ;ee Exlubrt 4, pg 14 

• Loe.kl Un-lock Function for Pathology Module 
Animal records reviewed for data collected and reported witlllll the Pathology modules were all 
listed as ''Unlocked", Exlubit 58, pg 7. Examples of this obse1vation include animals: # (1:5) (4) 
il(o) (4) (Exlubit 58, pgs 8-10), � (41 (Exhibit 4, pgs 5-8), and #.{6) (4} (Exlubit 29, 2�12 . 
Staff on-site was not as knowledgeable regarding the lock features for the system The (t5) (4) 
User Guide was reviewed. According to this guide, to control multi user access to data, two 
approaches to locking are available within Pathology: 1) checking for locks onc.e data has been 
entered, and 2) setting up locks before data entty commences. In the fast example, it is assumed that 
no one else will enter or modify the data. Then prior to c01mnitting the data to the database, a check 
will be made to verify no data modification would have occuned. In the second example, it is 
assumed that another user will attempt to create/modify the data, so pr ior to the user attempting data 
entty, a lock is applied restt·icting other users from entering or c.hanging the data, see Exlubit 58, pgs 
4-5. 

b) ( 4) printed repo11s for Gross Pathology and Histo Pathology demonstrate continued recording 
w1thiri the system through Febrna1y 201 5 (see animals listed above). Study data withm (t5) (4) 
was not locked by the Study Director until 09/28/15 (Exlubit 58, pgs 2-3). According to 
management, there is no requirement the database by audited for changes prior to locking of the 
study. There is no cunent process / procedure regarding locking of the pathology data. 

• Documentation of completed tasks witliin (o) (4) 
During the inspection, I met with Ms. Kat Banick, Necropsy Supe1visor (cunent) to discuss 
de_12a1tmental procedures and training. During earlier reviews of the (t5) (4) system witl1 Mr. 
(6) (6), (b) (7)(C), he located a rep01t which identified the electronic signature for the role of each 
user c.ompleting a specific task For anima.l (6f(4), a report entitled, By Session'<bH

4
�aw Data Print, 

provided the electt·onic signatures for the persom1el who completed the weighmg of cultures taken at 
necro� for this animal (Exlnbit 4, pg 1). User roles for this session completed for animal 
ll(6}(4) (5/23/16) only document "Performed by". The report documents "Perfonned By" for two 
· ;::r;;::-;i· ls (b) (6), (b) (7XC) d (jj) (6). (6) 17XC' 1Ilu.1v1uua , ---- an �--· 
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Ms. Barrick (previously (ol (SJ. (bl f7RCl) stated necropsy tasks involve <ol <4l people for safety reasons. 
However, in this example tlie7ndividual tasks (proscector/recorder) were not captmed accurately 
within the software. 

b) ( 4 allows users to sign as "Recorded by'' and "Perfonned by". It is evident the individuals 
did not select the appropriate choice when signing the documented. However, bl <5l, (bl (7!9 stated the 
depa11ment a !ways uses a paper fonn to document the prosector and recorder for necropsy even 
when the electronic system is used. These fonns were included within the study data, and noted 
many changes /corrections (Exhibit 4, pgs 3-4). For animal #{b) (4), (bH

5
), (b) (7){Cj was listed as the 

prosector, and <6J <5>, (b) <7J(Cl as the recorder. 

The practice of using the paper f01m still continues. Ms. Banick provided the current fonn, entitled 
Job Assignment Record, recently revised on "03Nov2016" (Exhibit 4, pg 15). Facility management 
could not explain why the depa11ment was using the paper fonn instead of b 4 . Several 
attempts were made to obtain this same electronic rep011 for other animals but no one on-site knew 
how to generate/locate the specific rep011. '(bf(S). !6) (7RCJ had left 'Cb> <5>, <1>H7)(C) and was not accessible for 
consult. 

(6) (6), (6) (7)(C), System Implementation Coordinator serves as the Administrator for (6) ("1-) 
and was introduced as the most knowledgeable on-site person for assistance regarding my review of 
this system's audit trail However, (b) (S), (b) (Jl{Cl was not able to be retrieving requested files for my 
review. Several questions were sent to(b) ( 4) (manufacturer) but no infonnation and/or vah.iable 
assistance was received prior to close-out. 

The fnm plans to itnplement a new version of software. I asked they consider these 
observations during their upcoming validatioIL 

,.,__..__,__. ... 

QUALITY ASSURANCE 

The QAU is governed by SOPs which were present and up-to-date. There was no indication the 
QAU did not operate separately and independent of the study personnel engaged in the conduct and 
dit-ection of protocol � (,4) . Quality objectives for (6) {4) were defmed within the Quality 
Assurance Project Plan QAPP), see Exhibit 56. The plan detamed all plam1ed activities of the 
LRRI's QA unit and the Advanced QC unit. A lead QA auditor, (6) (6), (6) (7)(C), was 
assigned to assure QA activities defmed within the QAPP were c01npleted. Advanced QC review of 
in-process activities considered high-risk were identified ( dose fonnulation) and required 100% QC 
verification prior to all.owing the next ste of the procedure to occur. Several concerns regardit1g the 
QC and QA of documents within b 4 were noted during the audit, and are described within 
EIR section Objectionable Conditions. 

GLP training of employees is developed in-house, and authored by (6) (6), (6) {7)(C). A copy 
of the required training (rev 10Feb2015) was reviewed; no observations were noted. Following the 
review of the presentation, employees are required to answer questions on the infonnation, and pass 
with an(bfC4>% score. The system randomly selects questions from the database so they are not 
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repeated year to year. GLP train.mg was reviewed for (o) (4) study staff (during conduct of 
study and cmTent). No significant observations were noted. 
Requirements for the conduct of facility audits are included within QAU 1455, Internal Facility 
Inspections at LRRI. Evidence of these inspections perf01med in 2014-2016 was requested. Ms. 
Cleerdin stated facility inspections were not completed in 2014. Deviation of non-compliance was 
documented tl1rough a Non-Study Specific Deviation Document s�ed by A staff on 1 1/1 1/ 16 
(Exhibit 57). In December 2015, the audit was completed by 6) 4) 
Ms. Cleerdin stated these audits ai-e conducted by contractors,-a-n"'"d_a_r __ e_c-ha_n_g_e..,d (b) ( 4) to 
reduce bias. 

Dming the audit, multiple enors were noted during the review of archive submission fonns. 
Management was inf01med of the need to ensme a better QA audit of archival fonns prior to the 
close / fmal submission of the study as re uired during the completion of the GLP Archive Submittal 
Preparation Checklist. The checklist for b) 4) was signed by the QA auditor on 10/23/15 
(Exlnbit 23, pg 1). Enors observed included: 

1 .  Submission fonn documents materials received in archive on 09/09/2015 were signed by the 
archivist as having been received on "09Sep2016" (Exlnbit 23, pg 10). The year was 
n1conectly recorded on this enhy. 

2. Test a11icle was submitted for archival on 10/05/2015. The location where the material is 
listed as  stored states: "Rm (o) (-4) Storage bottom self' (Exlnbit 23, pg 6). Dming the 
audit, I toured this room to verify t e retention of the test archival. The designated space for 
test article archive at LRRI is Room (6) <

4l 

3. The Archivist failed to si to date the submission document which documents the retmu of 
notebook (study ) back to archive (Exlnbit 23, pg 12). According to the 
form, the note oo was retneve ·om archives on 10/08/2015. 

INSTITUTIONAL ANIMAL CARE AND USE COMMITTEE (IACUC) 

LRRI has an on-site IACUC. The cunent roster is included as Exlnbit 52, pg 1. The LRRI IA CUC 
Manual outlines the responsibilities of the IACUC and details the specific o erating guidelines 
which must be followed (Exlnbit 54J The chair of the IA CUC holds a (b) 4 te1m and general 
members are assigned for at least (b) (-4) but typically pa11icipate for longer tenns. Since the last 
nispection, the committee has implemented the Aninlal-related incident Report (ARIR), see Exlnbit 
54, pg 1 1 . These repo11s ai-e generated to capture incidents related to facility animals, which 
may/may not be study related, or defmed as an adverse event which have been helpful with 
monitoring /awareness eff01ts within the facility. For example, the incidence of(b) (4> observed 
within the (6) (4) was re 01ted as an ARIR. Dr. Cawthon stated multiple factors attribute to �bJ (4J 
to mclude b 4___

__ ___ 
and b ( 4 of annuals. Animal mjuries or illnesses unrelated to 

approved procedmes and being treated by the clinical vetermaries are generally not reported, unless 
they are reflective of system issues or negligence. Dr. Cawthon stated that previously the 
committee would become aware of this type of issue through rep011ed AEs. EachARIR is assigned 
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an IACUC investigator(s) to gather infonnation and investigate the incident. Root cause analysis and 
conective action are perfonned, as appropriate. 
Initial approval of protocols must be obtained before the animals are ordered and brought into the 
study through Full C01mnittee Review at a convened meeting, or Designated Member Review. The 
IA CUC requires an (o) (4) review of all protocols involving animals as well as a (6 (4 protocol 
renewal Amendments to protocols must also be reviewed by the IACUC prior to implementation. 
The initial application / approval for (15) (4) was dated as 10/22/13. An amendment was 
subsequently approved on 10/29/13 to change the Study Director to Mr. William Mega. These 
documents are inch1ded as Exhibit 53. Addit ional amendments associated with this protocol were 
reviewed. IACUC meeting minutes from 9/07/16 (last meeting), and the meeting for the initial 
approval of(b) (4) (10/16/13) are included as Exhibit 52, pgs 2-8. 

ASSIGNMENT QUESTIONS 

I. What percentage of Lovelace's total workload is subject to part 58? What percentage of 
Lovelace's GIP workload is related to human drugs? 

(5) (�) percent of LRRI workload is estimated to be subject to part 58. Management stated (6) (41% of 
llieGLP workload is related to human diugs. 

2. Does Lovelace outsource any study phases, e.g., ana�vsis of dosing formulations and 
h;stopathological evaluations? Document how QAU oversight is assured for the outsourced 
phases. Does the final report identify thefacility(ies) that conducted the outsourced phases ? 
Please collect and exhibit in the EIR a list of all Jinns Lovelace used for the outsourced 
phases. 

Occasionally the fnm will outsource some segments of studies such as pathology and analytical 
portions. The QAU is responsible for detennining the need to outsource and they are governed by an 
SOP. If possible, LRRI will perfo1m all aspects of the study in-house. For 6) 4 , 1) 
bioanalytical evaruation was completed by (15) (4) --..---....-' 2) phannacokinetics was 
evahiated by (6) (4) [aii"d sero ogy testmo to evaruate antibody titers 
was completea 6y (b) ( 4) . All facilities were 
identified within the fina repo11. 

LRRI QAU rnay delegate inspection and audit responsibilities to an ahemate testing facility's  QAU 
or perfo1m this function through off-sit.e inspection and audits. Responsibilities would be 
documented within the QuD Assurance Project Plan. QA audit oversight for these outside 
laboratories used in [b) ( 4) was completed by the facility themselves. 

soprCbJ <4l 1451, Conduct of Multi-Site Studies defmes the roles and responsible related to studies 
that may have portion of the studies conducted by the sponsor or other facilities designated by the 
sponsor or when LRRI subcontractors p011ions of a study to another facility. LRRI requires 
qualification of test sites, through a Quality Questionnaire for GLP Compliance, and facility 
inspection if deemed required. Vendor qualification for products, materials, se1vices or equipment 
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required to meet quality standard of LRRI for studies conducted under GLP is described within SOP 
QAU1827, Vendor Qualification for Products, Services, or Equipment Used on Studies at LRRI.  
Pre-Risk Assessments are required prior to contracting of these services, which are evaluated by 
LRRI QAU to determine if vendor qualification is required.  Assessments may include a Vendor 
Qualification Questionnaire, and/or site visit inspection.  Once a vendor has been approved, the 
vendor’s qualification status must be re-evaluated every .  A list of approved vendors is 
included as Exhibit 55. 

3. Did the study director sign and date protocol amendments on or before the day when 
procedures were actually changed?

Yes, no observations were noted.

4. Were the results of test article characterization and dosing formulation analyses reported to 
the study director and included in the final report of each in-life study audited? 

Deficiencies were noted regarding test article characterization and dose formulation analysis.  These 
findings were cited within FDA-483, Observations 1-3.

5. Were signed and dated contributing scientists' reports attached to the final report?
Yes, no issues were noted.

6. Have deficiencies from the March 2012 inspection been corrected? Have the corrective 
actions prevented recurrence of the deficiencies? 

The firm was last inspected in March 2013.  Only corrections from the last inspected were verified, 
see EIR section Voluntary Corrections.

OBJECTIONABLE CONDITIONS AND MANAGEMENT'S RESPONSE 

Observations listed on form FDA 483

1. The stability of each test or control article was not determined by the testing facility or by the sponsor before 
study initiation, or concomitantly according to written standard operating procedures which provide for periodic 
analysis of each batch.  Specifically, validation #  used to support the stability of test article 

demonstrates stability in stock solution (  TA).  Formulated dosage administered for study 
 was  and . 

 
2. The identity, strength, purity, composition, or other characteristics of each batch of test and control article have 

not been appropriately defined and documented.  Specifically, Validation #  used to qualify analytical 
methods for characterization of test article was not performed for dose formulations equivalent to 
those utilized in Study .     

(b) (4)

(b) (4)
(b) (4)
(b) (4)

(b) (4)
(b) (4)

(b) (4)

(b) (4) (b) (4)
(b) (4)
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Protocol section 5.1 , Test At1icle stated the TA will be characterized by the sponsor or sponsor 
contracted laborat01y. The sponsor will ensme that documentation on the identity 
(supplier/manufacturer) batch number and/or lot number, strength, purity and stability for the TA are 
provided for inclusion in the Final Rep011. 

Section 5.2. 1, of the fmal report stated that test ai1icle was supplied by the sponsor and was 
considered characterized by manufacturer-provided documentation, included within Appendix L of 
the report (Exhibit 59, pg 15). The COA provided reference to summaiy analytical and stability 
data. Section 5.4, Analysis of the Test and Control A11icle Fonnulations within the fmal rep011) 
references the use of a validated assay procedure, (t5) (4 Analytical Method 
Qualification used in the analysis of the dose fommlations. Reqwrements are escnbed within SOP 
(b) l4) _1 158, Validation of Analytical Methods (Exhibit 15). Dr. Dr. Philip Kuehl confmned the work 
completed in this lification was performed as the character ization for the (b) <4> projects involving 
test article b 4 

According to Lovelace management, this study was not the fast project conmleted on behalf of (b) <4l 
using this test a11icle. The analytical method qualification report for (t5) (4} was approved b_y Dr. 
Kuehl on 03/27/2013. The rep011, inch1ded as Exlubit 13, was completed in association with (b) (4) 
protocol il{6TT4} , the precursor study. The retrieval of the repo1t for (t5) (4} for review was 
not expedient, as it was not archived with either study. Protocol b 4 was approved on 
05/08/2013 (Exhibit 14, pg 4). 

Dose solution preparations specifications noted within b} ( 4} were (Exhibit 14, pgs 1-3): 
1 .  Dose of (b) (4) 
2. Dose of (b} (4 
3. (o) (4) for "" '  fonnulation ·ior to dosing (e.g. ( 
4. Venicle used was b} 4 

--------------
d by the manufacturer 

In comparison, dose solution preparation specification noted within b 4 were (Exhibit 59, pgs 
1-3): 

1 .  Dose of (6) (4} 
2. Dose of b 4 
3. 

,
.,._ ...,..__

_ 
ommlat1on pnor to osing__{ e.gj ( ]) 

4. ______________ __. ted by the manufacturer 

The following exce{)tions were noted within (b) ( 4) (Exlubit 13): 
1. (o) (4) solution for (b) ( 4) 
2. (b)  (4) sohttion for (b) (4) 
3. (b} (4) .----- solution for (b} (4} 
4. No (b) ( 4) was performed of any formulations pnor to testing (also see notebook 

worksheets, Exlubit 13, pgs 23-24) 
5. Vehicle used was made in-house, using 6 (4 ________ preparation 

(also see notebook worksheets, Exlubit 13, pgs 23-24, 26 
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6. Stab· · stock solution ((6) (4) ) was assessed concomitantly at 
(6) (4) , and (b) (4) after fo1mulation. (also see notebook worksheet, 

----------
Exhibit 13, pg 25) 

Review of this qualification noted in-equivalency for (6) (4) as well Concentrntions for 
testing did not span the range of the expected concentrations in the study. In addition, solution 
stability was not assessed for all dose fo1mulations or in the equivalent solution. The Final Repo1t 
Audit for 6) 4 was signed by QA on 5/17/13, and final approval by the Program Director on 
5/21/13 (Exhibit 13, pg 21). 

Mr. Mega was asked if he had reviewed this validation at any time prior to, or during the course of 
the study. He stated he had not. He indicated that he was aware prior studies and associated 
analysis had been perf01med on the test a1ticle, but made not inquiries to review the associated 
repo1ts. 

Management was inf01med of the need to assure prior characterization of test aiticle perfo1med at 
the site should be verified by the study director, and QA to assure no changes have resulted 
throughout the course of a project. After review of the ualification re 011 b Dr. Kuehl, he 
confnmed the work perfo1med was not adequate to suppo1t b 4 and b 4 , and stated the 
fnm would repeat the analysis as conective action. 

3. The study director did not have overall responsibility for the technical conduct of the study as well as for the 
interpretation, analysis, documentation and reporting of results, and does not represent the single point of 
study control. Specifically, 

a. The Study Director for(6) ( 4) failed to assure test article characterization, and stability described within 
Section 5.2 of the final study report, as analyzed under validation �(Q) }�)], was performed in 
conformance with dose formulations equivalent to those used in the study. 

See discussion within Observation 1. 

b. Study 6 4 ) related communications (internal and external), sufficient in detail to reconstruct the 
study, were not maintained by the Study Director, and subsequently archived as defined within soplbH-4! 

1142, Maintenance of GLP Study Records and Documentation. Examples include (amendments; contributing 
scientist dialogue; sponsor communication). 

SOP '(b)(4f 1142, Maintenance of GLP Study Records and Documentation provide requires for 
maintaining a GLP compliant study ftle by the Study Director. Section 6. 1.6, Conespondence states 
all study related communications, internal and extemaL shall be maintained in the study ftle . The 
procedure ftnther states, at a minimum, technical data, memoranda, FAX transmission from the 
sponsor or contrnct laboratories regarding inf01mation about the study; email records; and phone 
logs (Exhibit 16-18, pg 4). Although the procedure has been revised (v.7-v.9) throughout the time 
period (study stait to archive), this section has remained unchanged. 

The conespondence file/section submitted by the Study Director only contained three (3) 
documents. 
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Email dated 6/16/14: email from <6T T4> to Mr. Mega regarding the review of the un-blinded 
data by the sponsor . Sponsor provided info1mation to proceed with Cohortf>H4> Exlubit 19, pg 
1). 

- Email dated 08/12/14: email from '(b) <4Y to Mr. Mega confnming the sites ability to proceed 
with C�/tw,1t lb> <

4
> The sponsor also asked who should receive the randomization schedule for 

Cohort Exfubrt 19, pg 2). 

- Email dated 09/30/14: Email from Dr. Philip Kuehl to Mr. Mega providing the animal 
assignments to staff personnel to unblind the study (Exlubit 19, pg 3) 

The protocol for (6) (4) was signed by Mr. Mega on 4/15/14. No communications were 
submitted by the Study Director providing any communications for tl1e study until 06/06/14. Nine 
(9) amendments are associated with this protocol. No communications were found bet\;veen the 
SR0nsor, management and Mr. Mega in their regard. Section 6.1.2, Study Protocol Approval of SOP 
(b) (

4)_1 109, Preparation, Use and Approval of Study Protocols, Amendments and Deviations states 
that any c01Tespondence (inch1ding email) substantiating the sponsor 's approval of the protocol 
should be included in tl1e study file (Exlubit 32, pg 4). Additionally, no communications were found 
within the study file in regards to changes regarding the blinding of study personnel (see previous 
discussion in Protocol Summa1y). 

I asked Mr. Mega to check if he had additional conespondence which was not submitted. He 
inf01med me that his computer had crashed since the study, and he no longer had any emails 
associated with this study. 

Mr. Mega disagreed with the observation regarding requirements to maintain all communications 
regarding the study. I reiterated that at a minimum, key conespondence should be maintained by 
him, and then submitted at the close of the study. During the review of study data submitted from 
the microbiology, necropsy and chemistty departments, additional conespondence was observed to 
have been submitted by area managers indicating their contact with Mr. Mega about the progress of 
the study. I pointed out this same i11fo1mation should have been submitted by him. Additionally, I 
stated that at a minnnum, he did not comply with SOP <1>><4Y 1 142 in regards to this documentation. 

4. The study director failed to assure that all raw data, documentation, protocols, specimens, and final reports were 
transferred to the archives during or at the close of the study. Specifically, 

a. Protocol Section 9.0, Assignment to Study, states animals will be randomly sorted into cohorts using 
(b) ( 4) . Randomization for animals in Cohort D 4 as performed in 
{6) (.tlJ were not maintained for study(t5) (4) 

Randomization as described within protocol section 9.0 included the followino (Exlubit 59, pos 4-6): 
- Animals will be randomly sorted into coh011s using (6) (4) 

(6) (4) Annuals will be placed into test group based on (b) (4) 
'-'--'-'_.,,, _______ _ 

group designations. 
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- Upon completion of all required screening/baseline assessments, eligible i6) � were 
registered in the (o) (4) by the investigator or authorized staff for ran onuzahon. 

(6) (4) were centrally randomized to (6) (4) 
randomization schedule generated by 6 (4 
annuals were to be randomized in each rano, _or""'"niz·-e- d of the (b) (4) coliotis. Randomization was 
stratified by (D) 4 
(6) (4) .-1-·an_d_o_nnza-. -t-io_n_a-Jl-oc-a-tio_n_ra-tio_w_itl_m_1 (b) ( 4) 

---------------

Randomization records observed within the study data demonstrate: 
w" •� - On 02/25/14, aimna1s for Coh01t were randomized for (o) (,4) and · ls were 

randomized for Coh01t �I (4 )] for the application of the .... (o __ )_( __ 4 ___ ) __ ..... additional 
annuals were randomize as extras, (Exlubit 20, pg 1). 

(15) (4) 
'!bH4) 

- At the stati of Coh01t .....,....,.......animals were randomized for this cohort, and anima.1s were 
d . d lo . h d . d C I (bl 141 Tl . d . . es1gnate as spares w uc were es1gnate to move to o 1011 us ran orruzahon was 
perfonned on 03/27/14, (Exlubit 20, pg 2). 

No records were maintained as evidence the randomization for Cohorts (6) (4) were 
pe rformed. During the audit, I spoke with (b) (6), lb) (?)(C), QA who se1ved as the Stut 
Coordinator for Cohort"""regarding t�,�bservation. He slated lie remembered completing the (6) ( I 
randomization documen for Coh01t 4 The lack of documentation was discussed with Mr. Mega 
who stated he did have these docume at the time the study was conducted. He provided an (o) (4) 
sheet (not in study ftle), listing all of the annnals witlm1 each cohort, and an additional document 
within repo1ted the annuals selected for

4
CohmtCtiH4tExlubit 20, pgs 3-4). Mr. Mega also provided the 

randomization completed for Coh01t LJ(Exlubit 20, pg 5). Altl1ough, Mr. Mega provided these 
additional documents, I explained the infonnation was insufficient to supp01t the randornization was 
perfom1ed as stated per the protoc,ol The documents should have been retained by the Study 
Director , and submitted with the study documents at archive. Management was also notified the 
missing records should have been discovered during the audit by the QA. 

b. Study(o) (4) Procedure Checklist dated 07/10/2014 for study(o) (4) documents slides 
contaminants on plates from cohorlH4iNere placed in Room KtJ) <41 (located in BSL-3 facility). These slides 
were not archived as a part of th �udy at the close of the study as defined within sop<tiH4>.1os1, 
Submission and Retention of GLP Study Records, Specimens and Samples. 

c. The Study Director for (D 4 was notified on 09/29/2014 images of contaminant and 15) 4 
D 4 were placed in an electronicstudyfile for viewing. These images were not archived with study 

data at the close of the study; nor an electronic file archived appropriately as defined within SOPsll>><4l1152, 
GLP Archive Facility Operation and Maintenance andtbJ <4Y 1081, Submission and Retention of GLP Study 
Records, Specimens and Samples. 

Protocol section 14.4.3, Whole Blood for Quantitative and/or Qualitative Bacter iology states 
samples will be tested for quantitative and gualitative bacteriology just prior to (D) (4) 
(6) (4) and at scheduled study (o) (4) an at 
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For qualitative analysis , whole blood (target vohune (6) (4) IJ:11) was 

Cb) C4J and (b ( 4) to verify positive cultures ( colony morphology and/or , (b) (4) and (6) (4) sa1
��

es. Blood cultmes were sub-ct tured to (6) (4) 

(b) (4) ). SSP (b) (4) Procedures was written to direct to describe 
this process while working in the ABSL-3 facility. 

C01Tespondence files, submitted by the microbiology department, indicated representative photos 
and (I:>) (4) of contaminants were associated with (6) (4) . [Note: None of this 
co1Tespondence was submitted within files submitted by the Study Director] .  For example, 

- Email from Mr. Mega to 0C6) (4) staff (8/7/14)- email sent as reminder to collect 
representative (6) (4) samples from animal (6) (4) and any (15) (4) animals because 
of the need to (b) ( 4) . Also, staff was asked to collect representative contaminates if 
found (6) (4) plates as it was anticipated the sponsor will want to characterize 
(Exlnbit 22, pg 4). 

- Email from (6) (6 • (6 (?Y{Cl to Mr. Mega (08/12/14 - email ask for clarification regardino the 
need for microbiology to take representative photos and complete (6) (4}7° for 
contaminants found (b ( 4 plates. Mr. Mega was infonned that llllcro would 
continue to keep the contaminants, and discard only after direction from him and the 
depa11ment supervisor (Exlnbit 22, pg 4) 

- Email from (1:5f {S), (1:5f {?J{C) to Mr. Mega and '(6)(SJ,{o) (JXj (9/25/14} - email provides an update 
regarding the contaminants found on the (b) ( 4)  plates for (bH

4J animals. Employee asks 
Mr. Mega. if he would like photos of any of the contaminants. Email from Mr. Mega to 
(6J (6), (6) (7)(C) and <6) csr.(bT {71CCJ (9/25/14) - In response, Mr. Mega infonns (6) ls>; 161 c,irci to take 
picture and gave pennission for discard. See Exlnbit 22, pg 5 for all communications. 

- Email from t6> <5J, (bH
7><CI to Mr. Mega (9/29/14) - email provides an update regarding the 

contaminants found on b ( 4 plates for !bl <4> animals. Employee asks Mr. Mega if the 
laborato1y should proceed with (6) (4) of the contaminants. In response (9/29/14), Mr. 
Mega responded "Yes***". See Exliioit 22, pg 6 for all c01mnunications. 

- Email from (6f <6), (6> l7)(C) to Mr. Mega (9/29/14 - Mr. Mega was notified the contaminant 
images and b) 4 from (b ( 4 were placed in the electronic stud file 
for viewing. He was also notified that all contaminant and stage plates from 6 4 on 
8/25/14 were discarded. A link to the file was inch1ded (Exlnbit 22, pg 7). 

Additionally, 6 4) Procedure Checklists were maintained within the study files for work 
completed for the following: 

( 
• (bH4> (b) (4) 1) (6) 4) of contammants observed on plates from Cohort and all plates as requested 

by the Study Director on 06/10/14. The storage location of the slides was documented as 
Room (b) <4 . (Exlnbit 22, pg 1) 

19 of 32 

Obtained by Rise for Animals. Uploaded 07/06/2020



Establishment Inspection Report 
Lovelace Respirat01y Research Institute 
Afuuquerque, NM 87185 

FEI: 
EI Sta11: 
EI End: 

1000066007 

10/31/2016 
11/11/2016 

'(lj)[4) 
2) (6) (4) completed for Coho1i bn 09/16/14 and 09/29/14. The storage location of the 

slides was documented as Room (b) (4) however, pictures were taken and maintained in the 
electronic study folder. (Exlubit 22, ps 2-3) 

I requested the fnm show me the electronic study files containing the nnages. A copy of the 
direct01y and pictures of each file are included as Exlubit 22, pgs 8-16. 

The submission of 6) (4 study data to the LRRI archives was completed over an extended time 
period, beginning on 9/9/15. A GLP Archive Submittal Preparation Checklist is used to ensure that 
all materials are archived at the close of a study. The fo1m is used by the archivist to verify the 
presence /receipt of listed rnaterials. The fo1m must be signed by the Study Director, and audited by 
a member of QA. This fonn was signed by Mr. Mega, and (6) (6), (6) (7)(C) (QA Auditor) on 
10/23/15 (Exlubit 23, pg 1). The f01m indicates that all electronic media for (b) (4) were 
archived. 

Section 6. 1.3, Tissues, Blocks and Slides of SOP (bH
4
( 1 142 states these items must be submitted in 

advance or before the fmal rep01i is signed and must be accompanied by a detailed invent01y 
(Exlnbits 16-18, pg 4). Section 6.1 .1 ,  Arc.hive of Electronic Data Generated on Systems that Do Not 
Have a Validated Archive Function of SOP E41 1081, Submission and Retention of GLP Study 
Records, Specimens and Samples, states the original raw data and metadata is copied from the 
secured data acquisition system to a dedicated data server. Verification of the documents, as noted 
by signature on the screen capture printouts are maintained in the study data file (Exlubit 21, pg 4). 
No printouts of the direct01y were found within the study file; and the data was never transfe1Ted to 
an approved storage media (e.g. CD/DVD) for submission to the archive. 

Multiple e1Tors were noted on the archive submission fonns included / completed for this study (See 
Discussion with Management) 

During the fmal meeting, I indicated the Study Director must ensure that all electronic data is 
archived appropriately. In this case, Mr. Mega was aware of the files, as documented in the 
co1Tespondence between him and the laborato1y. Additionally, I inf01med management the QA 
audit of the final study file at archive was inadequate. These missing files should have been 
discovered at some point of the audits completed. QA was asked to review their processes to ensure 
electronic servers are reviewed / captured in their archival audit. 

5. Not all significant changes in established standard operating procedures were properly authorized in writing by 
management. Specifically, *** 

a. A dose preparation form usedto document the preparations used in studYt(l5 (4 was incorporated into 
SSP(t5) (4) , Dose formulation prepara�on oft(� )]1 )] . Revisions to the form made during Cohort��b} <4] 
and�0H4:Nere not in compliance with SOP IDH4> _11ss, Study Specific Procedures and fail to document 
appropriate review and approval by the Study Director. 

Fo1mulation instrnctions, as described within Protocol Section 5.1 Test Article, were defmed within 
SSP 6) (4) .,_ Dose Fommlation Preparation for (� (4 (Exlubit 37). The SSP was 
prepared �lDJ to), (o) (7)(C), Chetnist and approved by Mr. Mega on 05/05/14. A Dose 
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Fonnulation Preparation F01m was included witJlip this procedure as Appendix A (Exhibit 37, pgs 5-
8). The approved fonn, utilized during Coh01t 

I 
H >on 05/07/14 Gb)(4lpreparation), is included as Exlubit 

48. 
SOP '(b)(4l _  1185, Study Specific Procedures provides guidance regarding the preparation, approvaL 
use and maintenance of LRRI study-specific procedures (SSPs). Section 6.3, Review and Approval 
states the author must submit the procedure to the Study Director for approval Once the Study 
Director approves the procedure, the SPP will be submitted to QAU so it can be updated to a status 
of "approved" in Training Manager (Exlnbit 41, pg 3). General considerations for SSPs state that all 
must be signed dated and approved the Study Director prior to perf01mance of the procedure. The 
Study Director and/or desi.gnee is responsible for disseminating the procedure to the study team for 
review prior to use on study (Exlubit 41, pgs 1-2). Study personnel are responsible for following the 
SSPs and documenting their training (ie . "read and understood") within the Training Manager 
database. As the study progressed, changes to the fom1ulation preparation fonn were made without 
documented approval of the Study Director. 

!bf <4) 
Minor changes noted with Cohor� · · Included the following. An example of these changes is noted 
on the fonn for the batch preparedoii'. 07/12/2014 included as Exhibit 49. 

1 .  (b} 4 Dose Preparation: Step D: added line requesting the transfer to microbiology be 
ciocumented 

2. (6) (�) Dose Preparation: Step D: added line requesting the transfer to microbiology be 
documented 

�b)(ll) 
Significant changes noted with Coh01tL_ jncluded the following. An example of these changes is 
noted on fom1S used to prepare batches on 9/8/14 and 9/14/14 included as Exhibit 50 and 51,  
respective� 

1. (b) ( 4) Dose Preparation: All fonnulations were b) ( 4) For example, weight of 
(b) (4) of test a1ticle. (6J {4} was added at (b) (4) was adjusted by 
adoiiig b 4 ---------------

2. e Preparation: All fo1mulations were For example, weight of 
of test a1ticle. (of (4} was added at b was adjusted by 

(b -------

3. Added requirement to provide document lot#, item number, expity, and manufacturer name 
for (b) (4) used to (b (4 

Note: General instructions stated the preparations should be made using a (6) (�) 
volumetric flask; however, the step 11>){4 of each preparation instruction still stated to use a (b) (4) 
volumetric flask. 

(6)(4) 
Dose formulations for changes in Cohort were perfo1med for solutions prepared begitming 
09/08/14 (Exliibit 50). For this study, the fnm utilized in-process QC checks for high risk 
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procedures requiring 100% observation of critical processes, and personal verification of the 
infomiation prior to allowing the next step of the study procedure. The QC Checklist for dose 
preparation is included as Exlnbit 38. Begirlilin.g on 09/8/14, these checklists were observed to have 
changed to indicate the new fonnulations (D) (4) ]. The following enors were noted on the 
fom1: 1) A requirement to we ·o (b 4) test article for the (o) (4) dose preparation, and 2) a 
requirement to use (o) (4) for the (b) (4) 1 for the (b) ( 4) preparation (Exlnbit 38, 
pgs 1-9). These enors were c01Tected manually y the a uditor. 

I asked Ms. M01Tison if she could provide any documentation regarding communication to the QC 
team members which would have prompted tlus change. In an email, dated 9/5/14, Mr. Mega 
notified the sponsor they did not have sufficient test a1ticle for D) 4 days of prep, and asked if 
they could supply additional test aiticle (Exlnbit 38, pg 9). Later on the same day, Dr. Kuehl 
notified Mr. Mega of the approximate ammmt of remaining test article, and concerns regarding 
having sufficient amounts for the remaining animals on study. He offered they ask the sponsor for 
more, or revise the SSP /protocol to decrease the amount to be used for the remaining animals 
(Exhiliit 38, po 8). In a illter response Mr. Mega 

J
dicated he thought it woukl be feasiblo to make 

the additional (6) (4) if they had (o) (4) flasks. On 9/8/14, chemistry staff confn1ned 
they had (b) 4 flask (Exlnbit 38, pg . In an email from {bj (6). (b) (7)(c (9/8/14), the 
employee mdicates the changes to the SSP will be fo1warded to Mr. Mega and Dr. Kuehl for 
approval (Exlnbit 38, pg 7). The subsequent email from [b) (!l), (b)(l)(C) included tl1e worksheet 
(Preparation Fonn)- Exlnbit 38, pg 7; however, no documented approvals of the SSP or t1us fonn 
were included with the study records. 

Management was also notified that this key conespondence had not been maintained and submitted 
for archive by the Study Director. Ms. Cleerdin agreed the changes were not approved as required 
by (b) <4> -1185, and with the need to maintain key conespondence. 

b. Appropriate employee restrictions have not been applied such that revisions to forms published on (b) <4> 
!5H4l are controlled and completed in compliance with LRRI Policy #62, Compliance Document Control and 
Use. Examples include: Multiple versions of the form, Feed Rotation Documentation, used to identify 
animal feed were observed in use during the tour of the area on 11/2/2016. All versions were identified as 
"Rev. 07May10"; and 2) Multiple versions of the form, Archive Record Retrieval Request, were observed 
used for the retrieval of study records for study (b) (4) . All versions were dated as "15Mar2016". 

LRRI Policy #602, Compliance Document Control and Use describes the mechanism and system to 
ensure compliance documents are maintained in a central location; changes are controlled, approved 
and documented prior to issue; that review are conducted according to set schedules; that changes 
and relevant revision status of documents are identifiable; that version and change records are audit 
ready; and cmTent versions are available to employees as appropriate. Employees who have been 
granted access to controlled compliance documents are responsible for not making changes w ithout 
going through proper channels, observing proper change control procedures (Exlnbit40, pg 2). 
Study related and facility fonns are managed by the Institute 's Complianc.e Document Manager to 
ensure the fonns are reviewed and revised in conjunction witl1 the review and revision of tl1e 
conesponding compliance document(s), (Exlnbit 40, pg 3). The audit noted that employees w ithin 
given department(s) have been making changes to fomis in an eff01t to niake improvements; changes 
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to the forms are not restricted; and employees are not requesting these updates through the 
appropriate change process.

SOP  1294, Receipt, Storage and Disposition of Animal Feed and Bedding requires a
sign must be placed on or above the feed to be used first.  The signage must including the 
type of feed, milling; receipt; and expiration dates (Exhibit 39, pg 2).  Employees who work 
in the area are to use the form template on available on   During the walk through 
of the warehouse area, I observed multiple signs (3) with different formats and /or color, 
being used to identify feed. All signs (Feed Rotation Documentation) were dated as “Rev 
07May10”, see Exhibit 39, pgs 4-6 .  One of the documents had designations to record 1) Use 
First or 2) Use Last (Exhibit 39, pg 4). Mr. Romero stated variable color differences were
due to lack of paper when the documents were printed.  A stack of green colored forms was 
observed on a shelf in the corner of the warehouse area.

The Archive Record Retrieval Request forms completed on 05/09/16 and 10/31/16 were 
different.  On the form completed in May, the archivist hand wrote “”& Re-archived” to the 
line formatted as “Archived by:” (Exhibit 23, pg 8).  When the form was completed in 
October, two (2) additional lines were added: “Retrieved by”, and “Re-archived by” (Exhibit 
23, pg 7).  Prior to this time, no line existed for “Retrieved by”.  Additionally, the font was 
changed.  Change Authority for this document is listed as “Archivist”.   

 was the Archivist in May 2016 and departed recently.  The form completed in 
October was completed by , who recently took over the position.  She 
stated she had not made the form changes.  It was assumed that  made the 
changes, but did not go through proper channels as required by the policy.

6. The study director failed to assure that unforeseen circumstances that might affect the quality and integrity of the 
nonclinical laboratory study were noted when they occurred and corrective action was taken and documented.  
Specifically, *** 
 

a. No training was documented for employee for , protocol amendment #3, signed by the study 
director on 05/22/2014.  This amendment was specific to Section 14.1 Cage Side and Clinical Observation 
Modification.  Clinical observations were documented within  for this employee for the following 
animals:  (8/30/2014 and 09/18/2014); and  (07/15/2014, 07/23/2014).  

 
b. Employee failed to document training for  protocol amendment #3, signed by the study 

director on /22/2014, prior to completion of tasks.  This amendment was specific to Section 14.1 Cage 
Side and Clinical Observation Modification. Training is documented as being completed on 08/25/2014; 
however the employee completed clinical observation within  on: 07/24/2014, 07/27/2014 
( ). 

Training records were random selected for audit of study personnel who completed tasks within 
Necropsy, Clinical Observations, Telemetry, Formulations, Advanced Quality Control.  Prior to 
study start, Mr. Mega provided  training for designated personnel (see  presentation 
included as Exhibit 25).  For the study, SSP (Study Specific Procedures) were written to further 
describe processes required within the study.  Training records noted that all study personnel did not 
have documented evidence of their review of updated protocol amendments.  According to Ms. 

(b) (4)

(b) (4)

(b) (6), (b) (7)(C)

(b) (6), (b) (7)(C)

(b) (6), (b) (7)(C)
(b) (6), (b) (7)(C)

(b) (4)(b) (6)

(b) (6)

(b) (4)
(b) (4) (b) (4)

(b) (4)

(b) (4)
(b) (4)

(b) (4)
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Cleerdin, depaiimental supervisors decide if an amendment is applicable and if so, then study 
employees are notified of the need to review the update. However, SOP Ib) C4f 1 151, Maintenance of 
Personnel Training and Experience Records states Study Directors are responsible for infonning 
LRRI study personnel of SOP, SSP, and other training required for a specific study and ensuring all 
personnel assigned to their studies document that they have read and understood all applicable 
training items prior to being work on the study (Exhibits 24 & 60, pg 2). Employees  self-enter 
infonnation within have been read and understood into Training Manager database. 

Protocol #3 was signed by Mr. Mega on 5/22/14. The amendment modified po1tions of Section 
14.1, Cage side and Clinical Observations. The section was updated to allow the Study Director to 
perfom1 additional observation, if deemed necessa1y for animal welfare and study related endpoints . 

_Clinical observations were updated to state they would be recorded at (b) ( 4) on Days (6) (21-) 
16

><
4\Exlubit 59, pgs 12-14). 

(6) (4) print-outs for clinical observations noted that employees (6) (6), (6) (7)(C) and 
(b) (6), (b) (7)(C) completed these job tasks. 

- No training was documented on the Training Manager print out for (o) (6), (o) (7}(C) for 
protocol #3 (Exhibit 26). b 4 records indicate the employee contnmed to work in this 
area of the study as documented throu�1 observations complete for animals 1) #{6J (4) 
(8/30/2014 and 09/18/2014); and2) tKo (4) (07/15/2014, 07/23/2014). 

- Training records for employee (b) <5>documents he 'read and understood" Protocol #3 on 
8/25/14 (Exhibit 27, pg 3). However, the employees completed clinical observations of 
animals after the protocol was amended, and continued through the end of the study. 
Examples were noted for animal # (6) (4) 07/24/2014 07/27/2014 (Exhibit TBS ). 

Print-outs of the clinical observations recordecl within b 4 are inch1ded as Exhibit 28 ((6) (4)) 
and Exlubit 29 {o) (4 , pgs 1-8). 

During the fmal meeting, I stated the training records showed each department inanager had 
different requirements for their emplo_yees. For example, some training records documented 
employees were required to read all (61 (4 [] amendments; whereas others only had training for a 
few of the protocol amendments (spec 1c to work area). However, the Study Director must assure 
this training has been completed. Faihrre to review this infonnation could compromise the study. 

7. The quality assurance unit failed to review the final study report to assure that such report accurately 
described the methods ands tandard operating p1·ocedures, and that the reported results accurately reflected the 
raw data oft.he study. Specifically, 

a. The sponsor's desc1iption oftest article 1(l?J J4J ) is documented as '(6) (,4) - ,-- r _." on the 
(b� Chain of CustOOY Form receiwd mffi t e matei·ial on 02/27/2014. Holw.wr, the test. article is 
describedas "(b) (4) " mthin (b) (4) final report. 

b. Jbe Cl>) (4l Chain ofCustodyFormfor test article (15) (4) usedinstudy(D) (4) document the 
material was receiwd on 02/27/2014. The final report, signed by the SD on 10/23/2015, states the test 
article was received on 02/28/2014. 
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c. The {bl C4l Chain of Custody Form for control article (lot #(6) (4) ) used ins tudy(D) (4) documents 
the material was recehed on 04/22/3014. The final repor signed by the SD on 10723720r5, states the 
control article was receiwdon 04/23/2014. 

Infonnation rep01ted with.in Section 5.2.1, Test A1ticle of the fmal report was noted as discrepant 
when compared to study data. The fmal report descnbes the test a1t.icle as an '(6 4 
received on Febrna1y 28 2014" (Exhibit 59, pg 15). The 'b) <4> Chain of Custot Fonn for Material 
Slupped to LRRI from (b) <4> describes the test a1ticle (6) ( 4) ) as sold, (6) (4) 

,.._ _,._-,_ __ _ 
(Exhibit 31,  pg 1). The material was signed as received at LRRI on 02/27/14 (Exlubit 31, pg 1). 

As required by Section 6.4. 1, Material Receipt of SOP (b) <4> -1426, Secure Material Storage Room 
\(b) (4) and (6) (4) ) Controlled Access and Usage, materials are given an LRRI (t:5) (4) assigned 
from the b 4 Database, and labeled appropriately (Exhibit 30, pg 4). An Cb) <4) an (b 4 
Receipt Documentation Fonn is completed and signed/dated for each material received that is 
assi� tbis number (Exhibit 30, pg 4). However, the fonn for (b (4 described the color 
as ' (6) (4) " (Exhibit 31, pg 2). Email notification of material receipt coiifn1nation is required to 
be sent to all applicable personneL to minimally inch1de the Study Director (Exlubit 30, pg 4). Any 
discrepancies between the materials received and associated pape1work (i.e. shippino pa:e1wor] COA) should be inchtded in the notification. The notification of the receipt for (t:5) (4} 
describes the materia.l as '(b 4 ***", and documents the receipt date as "28Feb2014" in 
the Subject line (Exhibit 31, pg 3). 

Ms. Cleerdin stated the employee may ha ���. · ed the color as tl1rough visual 
observation. The test a1ticle was received in ..,,__,__,_ colored bottle, whic co 1ave attributed to 
the inaccurate description. 

(b) (:ifJ shipments of control a1ticle ' -----.,--. ) were received for use in 
the audited study. Th ham o ust y Fom1 or atena ped to LRRI documents the 
facility received 04/22/14. (Exlubit 31, pg 4). On 4/23/14, tl1e 

'"'='""''"-'='="'""""" 
was 

assigned and the .-.--.--. Receipt Documentation completed (Exlubit 31, pg . owever, 
section 5.2.2., Con ·o tic e s ated ''the control article, a clear, colorless sohttion, was received on 
April 14 or 23, 2014 ***" (Exlubit 59, pg 15) 

However, this was not identified and/or conected in the fmal report The Quality Assurance 
Statement for b 4 documents the fnrnl report audit was completed on 08/18/15, and signed by 
the Study Director ana. Management on 08/18/15. However, additional audits specific to the test 
a1ticle were completed on 10/5/15 (test a1ticle retention archive) and 10/20/15 (test a1ticle note 
book). During tl1e audit, conections were 1nade to inch1de: 1) the (b) <4� and Ke]J4} Receipt 
Documentation states ''the chain of custody indicated the color is (6 4 . lb) < '08Oct2015"; and 
2) the eipail confm:nation states: ''the chain of custody indicated the co or is (b} 4 . Added in 
review. fbH6J 08Oct2015", see Exhibit 31,  pgs 1-3. It does not appear verification was perf01med on 
the fmal report, to detennine if the enor(s) were unique to the study records only. 
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8. The quality assurance unit did not monitor each study to assure management that the facilities, equipment, 
personnel, methods, practices, records, and controls were in conformance with FDA GLP regulations.  Specifically, 
 

a. Between April 2015 and October 2016, the firm failed to complete pest evaluations per SOP.  Deviation 
signed on 06/ 2016 failed to accurately document this noncompliance. Specifically, 1) deviation signed on 
10/27/2016 states the bait boxes were checked in August 2016; however no documentation exists for an 
assessment in this month. 

 
b. SOP Deviations signed 20 Jun 2016, and 27 Oct 2016 document non compliance for evaluations and 

treatment of defined areas stated within -0569, Pest and Weed Control at LRRI (v 16-17) from October 
2014- Jan 2016; February 2016 – April 2016; and July 2016.  No appropriate corrective action has been 
implemented. 

 
c. Pest control records for evaluations completed in May 2016, document bait station were filled at stations 

identified as  and   Additionally, a comment was recorded to state pest control was needed 
for building and .  Subsequent  evaluations completed in 06/2016, 09/2016 
and 10/2016 do not document evaluation of these areas.  A tour of these areas on 11/02/2016 confirmed 
the following: 1) presence of bait stations at  and  and 2) three damaged boxed (live trap and 
bait box) located around the building for  and .  No deviation has been recorded. 

SOP 0569, Pest and Weed Control at LRRI, describes the program for controlling vermin and 
weeds at LRRI.  Records were reviewed for the time period of April 2015 through October 2016.  
Procedures in effect during this period include  0569.16 (Effective11/6/13), and -0569.17 
(effective 02/05/16), included as Exhibit 33 and Exhibit 34, respectively.  Prior to April 2015, 
chemical control of pests with insecticide and rodenticides within the interior and exterior areas was 
a contracted service.  However, the last service provided by contractor, , was 
performed on 04/8/15 (Exhibit 35, pg 1).  Since this time, program responsibilities are now 
completed by Comparative Medicine Animal Resources staff.  Mr. Issac Romero, Animal Resources 
Supervisor stated the department was not immediately notified the contractor was no longer 
performing these services.  He stated  did not return any calls that were made by the 
previous supervisor to come out to the facility. After this point, they began performing all of the 
duties as documented on the June 2015 Pest Control Chemical Treatment Documentation form 
(Exhibit 35, pgs 2-3).

The review of pest control records noted that between April 2015 and October 2016, pest evaluations 
have not been completed as defined within the procedure. -0569.16 required CMAR staff to 
check bait stations approximately every  and refill as needed (Exhibit 33, pgs 1-2).  Upon 
revision, -0569.17 required the bait station be checked approximately  and refilled as 
needed (Exhibit 34, pgs 1-2).  There is no documentation for  monitoring of bait stations 
for time periods of the review (see Exhibit 35, pg 2).  Mr. Issac Romero, Animal Resources 
Supervisor, stated the  requirement was not completed as such because the procedure uses 
the word “approximately”.  Instead, staff completed these checks   [Note: The Pest 
Control Documentation form used to document these tasks are noted as “Rev 26 Mar 2014”, 
and state “Bait stations are checked approximately ”.  This requirement contradicts 

-056.16], see Exhibit 35, pgs 2-8. Additionally, no pest control records for bait checks were
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(b) (4) (b) (4)
(b) (4) (b) (4) (b) (4)
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Section 6.1 .1 ,  Areas Designated for Routine Use of Rodenticides provides a listin
g __ 
St areas on the 

outside perimeter of builds which require rodenticides in the fonn of [b 4 placed inside 
bait stations. As needed, additional bait stations should be placed in other areas which have noted 
activity and documented on the Pest Contr ol Documentation f01m (Exlnbits 33-34, pg 3). On 5/5/16, 
the employee who completed tl1e bait check noted high activi for bait stations located at ,(t5) (4 )i 
and (b) ( 4) In addition, the employee recorded the Bldg ( b 4 needed pest contra 
(Exlnbit 35, pg 4). Subsequent f01ms (July -October 2016 do not indicated that bait stations have 
been checked at buildings {b) <4l and '(bl <4> (Exlubit 35, pgs 6-8). All evaluations have been completed 
by a different employee. Therefore, a discussion was held regarding how employees are notified of 
additional bait stations which are not pre-listed on the fonn. On 11/2/16, I walked the facility to 
look for the identified locations. I observed bait stations still located at (6) (4) and (6) (4) At 
buildin (6) (4) (b) (4 boxes were located around the building but were damaged. 
b 4 of the boxes were for interior use, and had broken glass; and the one (1) bait box was 

missing the top cover making it un-useful as well 

Mr. Romero confnmed that employees take a blank f01m, available from the (6) (4) to fill out as 
they walk the facility. Management was infonned they will need to develop a way to ensure all 
employees are notified of the additional bait stations; and assure employees communicate with the 
supervisor so that equipment can be replaced as needed. 

Section 6.1 .2, (6) (4) Area of the procedure states the grassy area is treated approximately 
(5) (4) from May until September (both SOP versions),  see Exlubits 33-34, pg 4. Between the 
time period April 2015 - October 21016, this area was documented as treated only on 2/28/16 
(Exhibit 35, pg 5). Although the procedure stated "approximately 1(6) (4)", the fonn, Pest Control 
Chemical Treatment Documentation, states this area is treated approximately every [(o) (4) during 
6 4) . Revisions of the fonns obse1ved used are dated "Rev 09Apr2013", see 

examples incfuded as Exfubit 35, pgs 3, 5. Ahhough the f01m was newly revised ''Rev 28Jun2016", 
the requirements remain the same (Exlubit 35, pg 9). 

An audit of the pest program was recently conducted and reviewed by the QA depaiiment in 2016. 
As a resuh, Mr. Romero prepared two deviations: 

1) SOP Deviation (Exlnbit 35, Eg_Jj} - At the south facility (audited site), the deviation captured 
the faihire to document (b) ( 4) bait station checks from October 2014 through 
Januaiy 2016; and no (15) (4) bait station checks from Febrna1y 2016 through April 2016. 
The supe1visor at the tlllle, provided c01Tective action stating the bait station checks were 
decreased as pest control was not needed as often so areas were being checked (o) (4) The 
deviation also stated contractor pape1work contained all of the infonnation required so 
duplicate pape1work was not filled out. Additional fmdings of missing documentation for 
bait station checks were described for the n01th facility. The deviation was signed by QA on 
6/20/16. 
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2) Non Study Specific Deviation Document (Exhibit 35, pg 10) – A subsequent deviation was 
reported for failure to complete  bait station checks  2016 by Mr. Issac 
Romero on 10/27/16.  As corrective action, he reported the SOP would be revised to state 
how often the checks would be performed.  He further reported there was no impact as 

 checks were completed in  2016 with no boxes being reported 
as having been re-filled. The deviation was signed by QA on 10/27/16.

QA was informed that the SOP deviation completed in June 2016 was approved by the QA reviewer 
without an adequate corrective action. The deviation provided information to indicate this 
department had not been in compliance with the SOP for greater than 1 year.  At minimum, 
employees should have been re-trained on procedural expectations.  In addition, non-compliance 
within the department has continued, as evidence by a second deviation.  Although the corrective 
action states the SOP will be revised; requirements for completing these checks are already provided
in the procedure. QA was also informed the information reported by Mr. Romero was inaccurate – 1) 
June 2016:  bait boxes were documented as re-filled (Exhibit 35, pg 6); and 2) no 
documentation was maintained as evidence that bait station checks were performed  2016.  
The audit of the records also failed to note any of the discrepancies between the forms and the 
approved SOP; and did not capture the additional issues noted within the observation. Management 
was informed of the need to require adequate corrective actions be implemented, and that QA further 
verify the information provided prior to signing off on deviations.

Following discovery and discussion of these observations, Ms. Cleerdin stated the firm would 
immediately implement  verifications of the pest control records to ensure compliance 
within this department.

9. Not all data entries were dated on the date of entry and signed or initialed by the person entering the data.  
Specifically, Media Preparation Logs fail to document the actual amounts of ingredients used in the preparation of 
the media.  Preparation logs include the typed amount required to make the media. 

For  media preparation logs were pre-formatted to provide the amount of ingredient for 
media according to the manufacturer’s instructions or LRRI recipe.  However, the forms did not 
require the employee to record the actual amount they used to make the media.  An example of a
formatted form is below.  Additional examples are included as Exhibit 36.

(b) (4) (b) (4)

(b) (4) (b) (4)

(b) (4)
(b) (4)

(b) (4)

(b) (4)
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Section 6.1. Media Preparation of (15) (,4) Preparation of Microbiological Reagents and Media 
stated the amount measure must be within (b) (4l units of the weight specified (Exlubit 47, pg 1). 
Management was infonned entries should be recorded directly; therefore, they should have included 
another column so the technician could record how much was actually weighed. 

Additionally, e1Tors were noted regarding inc01Tect infonnation being recorded for the 
Manufacturer/Catalog # of ingredients used within a given media. This infonnation was often pre
typed onto the fonn by the technician. Changes, if applicable, were not always documented. For 
exall!Ple: (15) (4) (lot # (15) (4) ) - the manufacture is listed as (bJ�<l) but the catalog # 

6 4 ) comc1ded with matenals supplied by the manufacturer, (6) (4 )(Exliibit 36, pg 2) as 
confnmed by '!b) ls). (fiJ (ll(Cl. These e1rnrs were not noted during the QC review of the f01m, and/or QA 
audit of the data. 

10. The quality assurance unit failed to maintain a copy of a master schedule sheet that contained all required 
elements for all nonclinical laboratory studies conducted bythetestingfacility. Specifically, the most current versoo 
of the master scheduled provided during audit failed to include the test system for study (t5) (4) documented as 
initiated on 08/28/2015. Archived copies of the master schedule maintained as required by SOP QAU-1182.7, 
Master Schedule, reviewed from May-October 2016 also fail to include this information. 

A random audit of the Master Schedule was perfonned to verify reported dates for regulated studies. 
SOP QAU-1 182, Master Schedule requires the document be updated when there is a status change 
for a study or to add a new study. At least b 4 a hard copy of the Master Schedule in printed 
and archived (Exlubit 10, pg 2). The rep01i template does include a requirement for "Test System" 
(Exlubit 10, pg 3). The missing info1mation was observed on the ctuTent schedule provided for 
review. As a result, I requested the fnm provided archived copies of the Master Schedule from 
May-October 2016, which also did not contain th.is inf01mation for {6 {4 (Exlubit 11). 
Although QAU-1182 does not require the print out be checked for completeness, 1nanagement was 
encouraged to perfom1 a review prior to archiving the (D) (4) lists. Without this review, 
infonnation would remain outstanding and/or inconect until a facility audit of the archive would 
reveal the deficiency. 
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GENERAL DISCUSSION WITH MANAGEMENT

A close-out meeting was held with management representatives on 11/11/16.  FDA-483 was issued 
to Dr. Robert W. Rubin, President & CEO.  Other personnel present include: Jennifer Cleerdin, 
Senior Director – Scientific Operations; Elizabeth Morrison, Quality Manager; , 
Quality Assurance Lead; William Mega, Study Director; Jake McDonald, Senior Scientist; Dr. Drew 
Cawthon, Director- Clinical Support; and Dr. Philip Kuehl, Director – Scientific Core Laboratories 
(Exhibit 9).  During the discussion, it was noted that Observation 1 and 2 were incorrectly placed for 
the supporting citation.  The FDA-483 was amended on site; all pages were hand signed due to the 
inability to record an electronic signature for the document. Available sanctions to the agency, 
should corrections not be made were explained. The firm promised to send a response to CDER 
contact and Denver District within 15 business days.  

ADDITIONAL INFORMATION
     
Kirtland AFB and the south campus are secured sites. Government identification/credentials are
needed to enter the air force base. NOTE: The main gate to Kirtland Air Force Base is located on
Gibson Avenue east of the north campus. This gate should be used to gain entrance to the south 
campus.

VOLUNTARY CORRECTIONS

During the previous inspection (2013), the firm was cited for failure to document deviations when 
they occur.  Following the inspection, the firm conducted training for employee, and changed SOP 

1109, Preparation, Use and Approval of Study Protocols, Amendments and Deviations.  The 
procedure now states that deviations must be recorded “as soon as possible after the deviation 
occurs.  Documentation of the deviation is initiated on the deviation form as soon as possible even if 
the impact assessment may not be completed until a later date” (Exhibit 8).   No evidence of repeat 
findings was noted for this study.  Additionally, water was observed leaking from the ceiling of the 
warehouse area in which animal feed and bedding is housed.  Ms. Cleerdin stated repair within the 
warehouse area had been completed; however, the site has not completed full roof resurfacing in the 
administrative areas.  

EXHIBITS COLLECTED

Exhibit 1 LRRI Overview  Presentation, 68 pages
Exhibit 2 Organizational Chart, 5 pages
Exhibit 3 CV Philip Kuehl, PhD, 11 pages
Exhibit 4  Example - Animal , 15 pages
Exhibit 5 CV Willliam Mega, BS, 4 pages
Exhibit 6 CV  PhD, 12 pages
Exhibit 7 Facility Diagram, 1 page

(b) (6), (b) (7)(C)

(b) (6), (b) (7)(C)

(b) (4)

(b) (4)

(b) (4) (b) (4)
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Lovelace Respirat01y Research Institute 
Afuuquerque, NM 87185 

Exlnbit 8 Conective Action 2013 EI, 2 pages 
Exhibit 9 FDA Close-out Signahlre Log, 1 page 
Exhibit 10 SOP QAU 1182, Master Schedule, 4 pages 
Exhibit 1 1  Master Schedule, 6 pages 
Exhibit 12 Master Schedule (Archived), 6 pages 

PEI: 
EI Sta11: 
EI End: 

Exlnbit 13 (6) (4) Analytical Method Qualification Repo11, 26 pages 
Exllibit 14 Protocol (6 4 , 4 pages 

1000066007 

10/31/2016 
1 1/1 1/2016 

Exlnbit 15 sop(b) (4) 1158, Validation of Analytical Methods, 17 pages 
Exhibit 16 sop <b) (4l 1 142.7 Maintenance of GLP Study Records and Documentation, 8 pages 
Exlnbit 17 SOP (b )  (4> 1 142.8, Maintenance of GLP Shldy Records and Documentation, 8 pages 
Exlnbit 18 SOP (b) (4) 1 142.9 Maintenance of GLP Study Records and Documentation, 8 pages 
Exlnbit 19 Shldy Conespondence submitted by Shldy Director, 3 pages 
Exlnbit 20 Randomization (6) (4) , 5 pages 
Exhibit 21 SOP (bf(4l 1081 Submission and Retention of GLP Shldy Records, 12 pages 
Exlnbit 22 (6) (4) Documentation (6) (4) 16 pages 
Exhibit 23 (b) ( 4) Archival Documents, 12 pages 
Exlnbit 24 sop (b) (4> 1151, Maintenance of Personnel Training and Experience Records, 10 pages 
Exhibit 25 (b (4 Training_ �en to study personneL 20 pages 
Exlnbit 26 Trainino Records (b) (B), (b) (l}rC) 9 paoes e , e 
Exhibit 27 Training Records .,. • ._.,. A•,, 5 paoes 
Exlnbit 28 Clinical Observations Animal (6) (4) 9 pages 
Exhibit 29 Clinical Observations Animal £b) (4) 12 pages 
Exlnbit 30 SOP (b) (4> 1246, Secure Matenal Storage Room & Usage, 4 pages 
Exlnbit 31 Test Article & Control At1icle Receipt, 5 pages 
Exlnbit 32 SOP (b) (4t l 109 Preparation, Use & Approval of Shldy ProtocoL 8 pages 
Exlnbit 33 SOP (b) (4} 0569. 16 Pest& Weed Control at LRRI, 5 pages 
Exlnbit 34 SOP (b) (4 0569. 17 Pest Control at LRRI, 5 pages 
Exlnbit 35 Pest Records and Deviations, 1 1  pages 
Exlnbit 36 Media Preparation Records, 9 pages 
Exlnbit 37 SSP (6) (4) , Dose Fonnulation Preparation, 8 pages 
Exlnbit 38 QC Checklist and emails for Dose preparation, 9 pages 
Exlnbit 39 SOP (I>) (4) 1294. 13 Receipt Storage Disposition of Feed and Bedding, 6 pages 
Exlnbit 40 LRRI Policy #62, Compliance Document Control and Use, 4 pages 
Exlnbit 41 SOP (b)(

4
) 1185. 7, Study Specific Procedures, 4 pages 

Exlnbit 42 (o) (4) Exposure May 6 2014, 5 pages 
Exlnbit 43 (b) (4) Exposure July 1 1  2014, 5 pages 
Exlnbit 44 b (4 Exposure Alle,oUSt 25 2014, 5 pages 
Exlnbit 45 At·chival of Clinical Pathology and Observations, 5 pages 
Exlnbit 46 GLP Test Article Usage Fann, 6 pages 
Exlnbit 47 SOP (bH4Y 1630, Preparation of Microbiological Reagents and Media, 7 pages 
Exlnbit 48 Dose fonnulation prep May 7 2014, 4 pages 
Exlnbit 49 Dose fonnulation prepared Jul 12 2014, 4 pages 
Exlnbit 50 Dose prep Sep 8 2014, 4 pages 
Exlnbit 51 Dose prep Sep 14 2014, 4 pages 
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Establishment Inspection Report 

Lovelace Respirat01y Research Institute 
Albuquerque, NM 87185 

Exlnbit 52 IA CUC Roster and Minutes 8 pa es 
Exlnbit 53 IA CUC Initial Approval (6) (-4) , 36 pages 
Exlnbit 54 LRRI IACUC ManuaL 1 1  pages 
Exhibit 55 Approved Vendor List, 9 pages 
Exhibit 56 QAPP for (b 4) , 10 pages 
Exlnbit 57 Deviation for Facility Audits, 1 page 
Exlnbit 58 D 4 Lock and Unblind, 10 pages 

PEI: 
EI Sta11: 
EI End: 

Exlnbit 59 Protocol & Final Report Referenced Pages, 16 pages 
Exlnbit 60 l6TT4J 1 142. 11 Maintenance of Personnel Training Records, 10 pages 

ATTACHMENTS 

FDA-482, Notice oflnspection dated 10/31/16 
FDA-483, Inspectional Observations dated 1 1/ 19/16 
Amended FDA-483, Inspectional Observations dated 1 1/19/16 
CDER Assignment # 1 1618938, dated 2/16/16, 7 pages 

X 
Theressa B. 
Smith-$ 
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Theressa B. Smith, CSO 
Denver District Office 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

FOOD AND DRUG ADMINISTRATION 

2. NAME·f-ND TIT�E OF IND)tlDYf;, . / , - - ( )  

, ):.., / 1 1  ) I  ·Ir' ( .J • C fl l ( f,// ) 1 ,7l) 
,...\( .  

4. FIRM NAME 

1. DISTRICT OFFICE ADDRESS & PHONE NO. 
/7(;i:3ox J"">ut}· .  1; 111 /;'h -! /. �;)hi / _  v� 
!)0(11--,- Y r'I) qi�+ 'tl 1'/;1/-,,.,1r :..,.,,�fJ,9-f· , ( \-" / • £ :.t'?� , i ,, I· • •• 

. 
,.• · · , 

t', ·;; , J ·1 ,.,
. I' i (> '// • ,. ' . .,'I . 

3. DATE 

/),;
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: /) // . '>°<!tr� I/{ I lC U,x, I (( /VJ L) I l, / 11 / , (,1 / (,-, 
I . 

I /r:'c( {r i 1:1 1-· /[i 11 l .  {...-J(/ J( /; ); ) ,/; /tr/{ 
0:: /Ii. · 1 -,; /i ( {  :::i a.m. TO I 0 

6. NUMBER AND STREET , / I 

l·/ I '  
, / ._) I -1- /-) / 1Y(7 V. A < ·, J-,1 rl A 11 ;; tr r1 J:;�; re 

in 
_!, ( ,, i I t . , p.m. 

7, CITY AND STf 7 
& ZIP CODE 

,-f;- , , I ) /-i (; r ) { (  ( I I':{<( !VII I /Ji //I';' 
8. PHONE NO. & AREA CODE 

·/J/r)() 1:;jr; . JI/ 
J;;ti6't "Jf {�s'p�ciion is hereby g(ven pursuant to Section 704(a)(1) of the Federal Food, Drug, and Cosmetics Act [21 
U.S.C. 374(a)] 1 and/or Part F or G, Title Ill of the Public Health Service Act [42 U.S.C. 262-264]2 

As a small business that is subject to FDA regulation, you have the right to seek assistance from the U.S. Small Business 
Administration (SBA). This assistance includes a mechanism lo address the enforcement actions of Federal agencies. SBA has a 
National Ombudsman's Office that receives comments from small businesses about Federal agency enforcement actions. If you 

· wish to comment on the enforcement actions of FDA, CALL (888) 734-3247. The website address is www.sba.gov/ombudsrnan. 

FDA has an Office of the Ombudsman that can directly assist small business with complaints or disputes about actions of the FDA. 
That office can be reached by calling (301) 796-8530 or by email at ombuds@oc.fda.gov. 

For industry information, go to www.fda.gov/oc/induslry. 

9. SIGNATURE(S) (Food and DJug"Administration Employee(s)) 10. TYPE OR PRINT NAME(S) AND TITLE(S) (FDA Employee(s)) 

/ 

, - -� , t - } � _.. <r (, < ·( l /1( rr· J J,, h� >1�n,./ I 
//; a '°:. ,l 

(� 
,, I 

,,,.·· 
., 

,·' 

1 Applicable portions of Section 704 and other Sections of the described in section 414, when the standard for records inspection 
Federal Food, Drug, and Cosmetic Act [21 U.S.C. 3741 are quoted under paragraph (1) or (2) of section 414(a) applies, subject to the 
below: limitations established in section 414(d). In the case of any factory, 

warehouse, establishment, or consulting laboratory in which 
Sec. 704(a)(1) For purposes of enforcement of this Act, officers prescription drugs, nonprescription drugs intended for human 
or employees duly designated by the Secretary, upon presenting use, restricted devices, or tobacco products are manufactured, 
appropriate credentials and a written notice to the owner, processed, packed, or held, inspection shall extend to all things 
operator, or agent in charge, are authorized (A) to enter, at therein (including records, files, papers, processes, controls, and 
reasonable times, any factory, warehouse, or establishment in facilities) bearing on whether prescription drugs, nonprescription 
which food, drugs, devices, tobacco products, or cosmetics are drugs intended for human use, restricted devices, or tobacco 
manufactured, processed, packed, or held, for introduction into products which are adulterated or misbranded within the meaning 
interstate commerce or after such introduction, or to enter any of this Act, or which may not be manufactured, introduced into 
vehicle being used to transport or hold such food, drugs, devices, interstate commerce, or sold, or offered for sale by reason of 
tobacco products, or cosmetics in interstate commerce; and (B) any provision of this Act, have been or are being manufactured, 
to inspect, at reasonable times and within reasonable limits and processed, packed, transported, or held in any such place, or 
in a reasonable manner, such factory, warehouse, establishment, otherwise bearing on violation of this Act. No inspection authorized 
or vehicle and all pertinent equipment, finished and unfinished by the preceding sentence or by paragraph (3) shall extend lo 
materials, containers, and labeling therein. In the case of any financial data, sales data other than shipment data, pricing data, 
person (excluding farms and restaurants) who manufactures, personnel data (other than data as to qualifications of technical 
processes, packs, transports, distributes, holds, or imports foods, and professional personnel performing functions subject to this 
the inspection shall extend to all records and other information (Continued on Reverse) 
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Ad), and res0mcli rlc1la (oil Ier than daia relaOng to n<�w dn1gs, 
anlihiolic drugs, devices, and tobacco products and subject 
lo reporting and inspeciion under regulations lawfully issued 
pursuant lo section 505 (i) 01· (k), section 519, seclion 520(g), or 
chapter IX and dc;1ta relating lo o!her d1 ugs, devices, or tobacco 
products, which in {lie case of a new drug wo11ld be subjecl to 
reporting or iilspeclion under lawful regulations issued pursuant 
to ser.tion 5050)). A separate notice shall be given for each such 
inspection, but a nolice shall not be required for each entry made 
during the period covered by the inspection. Each such inspection 
shall be commenced and completed with reasonable promptness. 

Sec. 704. (a)(2) The provisions of !he third senlence of 
paragraph (1) shall nol apply to (A) pharmacies which maintain 
establishments in conformance with any applicable local laws 
regulating the practice of pharmacy and medicine and which are 
regularly engaged in dispensing prescription drugs or devices, 
upon prescr iptions of praclilioners licensed to administer such 
drugs or devices to patients under the care of such practitioners 
in the course of their professional practice, anti which do not, 
either through a subsidiary or otherwise, manufacture, prepare, 
propagate, compound, or process drugs or devices for sale 
other lhan in !he regular course of their business of dispensing 
or selling drugs or devices at retail; (B) practitioners licensed by 
law to prescribe or administer drugs, or prescribe or use devices, 
as the case may be, and who manufacture, prepare, propagate, 
compound, or process drugs, or manufacture or process devices 
solely for use in the course of their professional practice; (C) 
persons who manufacture, prepare, propagate, compound, or 
process drugs, or manufacture or process devices solely for use 
in research, teaching, or chemical analysis and nol for sale; (D) 
such other classes or persons as the Secretary may by regulation 
exempt from the application of this section upon a finding that 
inspection as applied to such classes of persons in accordance 
with this section is not necessary for the protection of the public 
health. 

Sec. 704. (a)(3) An officer or employee making an inspection 
under paragraph (1) for purposes of enforcing the requirements 
of section 412 applicable to infant formulas shall be permitted, at 
all reasonable times, to have access to and to copy and verify any 
records (A) bearing on whether the infant formula manufactured 
or held in the facility inspected meets the requirements of section 
412, or (B) required to be maintained under section 412. 

Sec. 704(b) 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 lo the owner, operator, or agent in charge a 
report in writing selling forth any conditions or practices observed 
by him which, in his judgment, indicate that any food, drug, device, 
tobacco product, 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 
repo,1 shall be sent promptly to the Secretary. 

Sec. 704. (c) If the officer or employee making any such inspection 
of a factory, warehouse, or other establishment has obtained 
any sample in the course of the inspection, upon completion of 
the inspection and prior to leaving the premises he shall give to 
the owner, operator, or agent in charge a receipt describing the 
samples obtained. 

FORM FDA 482 (9/11) PREVIOUS EDITION IS OBSOLETE 

Se(:. 70'1. (d) Witi➔I1ever in il1e couIs,-) of any s11ch in'.;11eciic111 of 
a factory or other establishment where food is 1n::cinufac[u1·ed, 
processed, or packed, the officer or employee makin!J U1e 
inspection obtains a sample of any such rood, and an analysis 
is 1narle of sucll sample for lhe purpose or ascertaining wl 10\1101 
such rood consists in whole 01 in rr.11 t of any filthy, putrid, or 
decomposed substance, or is olherwise I mfil for food, a c.opy of 
the results of such analysis shall be furnished promptly to the 
owner, operator, or agenl in cllar!=)e. 

Sec. 704(e) Every person required under section 519 or 520(g) 
lo maintain records and every person who is in cl 1arge or custody 
of such records shall, upon request of an officer or employee 
designated by the Secretary, permit such officer or employee at 
all reasonable limes to have access to and to copy and verify, 
such 1·ecords. 

Section 704 (f)(1) An accredited person described in paragraph 
(3) shall maintain records documenting the trai11ing qualifications 
of \he person and the employees of the person, tile procedures 
used by the person for handling confidential information, the 
compensation arrangements made by the person, and lhe 
procedures used by the person to identify and avoid conflicts of 
inlerest. Upon the request of an officer or employee designated 
by the Secretary, the person shall permit the officer or employee, 
at all reasonable limes, to have access to, to copy, and to verify, 
the records. 

Section 512 (1)(1) In thP- case of any new animal drug for which 
an approval of an application filed pursuant lo subsection (b) is 
in effect, the applicant shall establish and maintain such records, 
and mal<e such reports to the Secretary, of data relating to 
experience, including experience with uses authorized under 
subsection (a)(4)(A), and other data or information, received or 
otherwise obtained by such applicant with respect lo such drug, 
or with respect to animal feeds bearing or containing such drug, 
as the Secretary may by general regulation, or by order with 
respect to such application, prescribe on the basis of a finding 
that such records and reports are necessary in order lo enable the 
Secretary to determine, or facilitate a determination, whether there 
is or may be ground for invoking subsection (e) or subsection (m) 
(4) of this section. Such regulation or order shall provide, where 
the Secretary deems it to be appropriate, for the examination, 
upon request, by the persons to whom such regulation or order is 
applicable, of similar information received or otherwise obtained 
by the Secretary. 

(2) Every person required under this subsection to maintain 
records, and every person in charge or custody thereof, shall, upon 
request of an officer or employee designated by the Secretary, 
permit such officer or employee at all reasonable times to have 
access to and copy and verify such records. 

2 Applicable sections of Parts F and G of Title Ill Public Mealth 
Service Act [42 U.S.C. 262-264] are quoted below: 

Part F - Licensing - Biological Products and Clinical 
Laboratories and* * • • * * 

Sec. 351 ( c) "Any officer, agent, or employee of lhe Department of 
Health and Human Services, authorized by the Secretary for the 
purpose, may during all reasonable hours enter and inspect any 
establishment for the propagation or manufacture and preparation 

(Continued on Page 3) 
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of any virus, serum, toxin, antitoxin, vaccine, blood, blood 
component or derivative, allergenic product, or other product 
aforesaid for sale, barter, or exchange in the District of Columbia, 
or to be sent, carried, or brought from any State or possession into 
any other State or possession or into any foreign country, or from 
any foreign country into any State or possession." 

Part F - * * * • * *Control of Radiation. 

Sec. 360 A (a) "If the Secretary finds for good cause that the 
methods, tests, or programs related to electronic product radiation 
safety in a particular factory, warehouse, or establishment in 
which electronic products are manufactured or held, may not be 
adequate or reliable, officers or employees duly designated by the 
Secretary, upon presenting appropriate credentials and a wrillen 
notice lo the owner, operator, or agent in charge, are thereafter 
authorized (1) to enter, at reasonable limes any area in such 
factory, warehouse, or establishment in which lhe manufacturer's 
tests (or testing programs) required by section 358(11) are carried 
out, and (2) to inspect, at reasonable times and within reasonable 
limits and in a reasonable manner, the facilities and procedures 
within such area which are related to electronic product radiation 
safety. Each such inspection shall be commenced and completed 
with reasonable promptness. In addition to other grounds upon 
which good cause may be found for purposes of this subsection, 
good cause will be considered to exist in any case where the 
manufacturer has introduced into commerce any electronic product 
which does not comply with an applicable standard prescribed 
under this subpart and with respect to which no exemption from 
the notification requirements has been granted by the Secretary 
under section 359(a)(2) or 359(e)." 

(b) "Every manufacturer of electronic products shall 
establish and maintain such records (including testing records), 
mal<e such reports, and provide such information, as the Secretary 
may reasonably require to enable him to determine whether such 
manufacturer has acted or is acting in compliance with this subpart 
and standards prescribed pursuant to this subpart and shall, 
upon request of an officer or employee duly designated by the 
Secretary, permit such officer or employee lo inspect appropriate 
books, papers, records, and documents relevant to determining 
whether such manufacturer has acted or is acting in compliance 
with standards prescribed pursuant to section 359(a)." 

* * * * * *  

(f) "The Secretary may by regulation ( 1 )  require dealers and 
distributors of electronic products, to which there are applicable 
standards prescribed under this subpart and the retail prices 
of which is not less than $50, to furnish manufacturers of such 
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products such information as may be necessary to identify 
and locate, for purposes of section 359, the first purchasers of 
such products for purposes other than resale, and (2) require 
manufacturers to preserve such information. Any regulation 
establishing a requirement pursuant to clause (1) of the preceding 
sentence shall (A) authorize such dealers and distributors to 
elect, in lieu of immediately furnishing such information to the 
manufacturer to hold and preserve such information until advised 
by the manufacturer or Secretary that such information is needed 
by the manufacturer for purposes of section 359, and (B) provide 
that the dealer or distributor shall, upon making such election, 
give prompt notice of such election (together with information 
identifying the notifier and the product) to the manufacturer and 
shall, when advised by the manufacturer or Secretary, of the need 
therefore for !he purposes of Section 359, immediately furnish the 
manufacturer with the required information. If a dealer or distributor 
discontinues the dealing in or distribution of electronic products, 
he shall turn the information over to the manufacturer. Any 
manufacturer receiving information pursuant to this subsection 
concerning first purchasers of products for purposes other than 
resale shall treat it as confidential and may use it only if necessary 
for the purpose of notifying persons pursuant to section 359(a)." 

Sec. 360 B.(a) It shall be unlawful
( 1 )  * * * 
(2) * * * 
(3) "for any person to fail or to refuse to establish or 

maintain records required by this subpart or to permit access by 
the Secretary or any of his duly authorized representatives lo, or 
the copying of, such records, or to permit entry or inspection, as 
required or pursuant to section 360A." 

* * * * * *  

Part G - Quarantine and Inspection 

Sec. 361(a) "The Surgeon General, with the approval of the 
Secretary, is authorized to make and enforce such regulations 
as in his judgment are necessary to prevent the introduction, 
transmission, or spread of communicable diseases from foreign 
countries into the States or possessions, or from one State or 
possession into any other State or possession. For purposes 
of carrying out and enforcing such regulations, the Surgeon 
General may provide for such inspection, fumigation, disinfection, 
sanitation, pest extermination, destruction of animals or articles 
found to be so infected or contaminated as to be sources of 
dangerous infection to human beings, and other measures, as in 
his judgment may be necessary." 
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