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This document lists observations made by the FDA rcpresenlativc(s) during the inspection of your facility. They are lnspectional 
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 representative(s) during the inspection or submit this information to FDA at the address above. Ifyou have any 
questions, please contact FDA at the phone number and address above. 

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED: 

OBSERVATION 1 

Laborat01y controls do not include the establishment ofscientifically sound and appropr iate specifications, standards, 
sampling plans, and test procedures designed to assure thai drug products conform to appropriate standards of identity, 
strength, quality and purity. 

Specifically, 

There is no verification ofany methods reported to be USP and/or validation of any internal methods for 
any drugs tested, this is evidenced by: 

1) 	 Ste..ilitv - Accelerated Steriliti Testing and 14-dai Sterilitt Testing) 
a. 	 Your fir m l1as not performed any veri fication of any methods r eported to be USP 

and/or validation of any internal methods, this include- Accelerated St ernity 
Testing which has been in place since Ill· 

i. No validation studies have been conducted for th~ accelerated sterility 
testing, including studies that demon strate equ ivalency to USP <7 1>. Sterility 
analysts indicated that approximately lt!o ofall stedlity testing (according to 
analysts, dma II sterility samples are received/tested daily) is done 
using :~~w_accelerated sterility testing method . Your firm's "Accelerated 
Sterility .c:su ng" SOP (MICRO-SOP-024) has no provisions for the m icrobial 
growth media to be challenged with Growth Promotion Testing. The reliability of 
this sterility test has not been shown to be valid ated with the Bactedostatic and 
Fungistasis test; these tests have not been conducted. Ad~ 

l . 	 No validation studies have been conducted on the · · 
- flow cytometer used for IAccel. Sterility testing . 
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For example: sample- (Bevacizumab 25mg/mL, expiry 11/5/2013), failed 
- stedlity test on 8/14/2013, and was Stlbcultured on 8/16/2013. No 
growth was found on subculture, and a passing ste1ility result was reported to the 
customer on 8/20/2013. There are 33 examples using this same follow~up metl~od 
for finished products which are still within expiry, between the time period of 
5/1/2013 through 8/20/2013. The above follow-up method has not been 
validated, including demonstration of equivalency to the methods described 
within USP <71> as required . In addition, your firm does not investigate all 
- sterility failures to determine whether results can be invalidated. 
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iii. 

1. In one instance only, a-ofthe broth tubes was performed: 
Sample (testosterone cypionate 200 mg/mL, expiry 11/3/20 13), 

5/14/2013. 
Your accelerated testing pl'ocedure (MICRO-SOP-024) is inadequate because 
fastidious growing microorganisms, anaerobes and molds may not be recovered 
since broths are only incubated for-. Additionally, 
plates are being used for sub-culturing and have not been shown to supp01t 
growth ofa wide-range of microorganisms. These plates are only being incubated 
aerobically for-.Subsequently, since no verification ofmicrobial growth 
(such as gram staining), is performed on broths, there is no way to determine if 
microorganisms should have been recovered. 

When the 

was perfmmed on 
(calcium gluconate 

passmg result was reported to the customer 
was do\vn on 7/31/2013, a 
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failed sterility test on 5/14/2013, and no evidence ofa 
was documented. A passing sterility result was reported 

to the customer on 5/13/2013; before analysis was completed on 

(b)(4)

II and subculture was on 8/5/20 13 for sample 
g]uconate lgm PF, expiry 9/27/2013), and a passing result was reported to the 
customer on 8/7/2013. Neither ofthese follow-up methods have been validated, 
including demonstration ofequivalency to the methods desclibed within USP 
<71> as required. 
Your accelerated testing procedm-e (MICRO-SOP-024) is inadequate because 
fastidious growing microorganisms, anaerobes and molds not be recovered 
since broths are only incubated for- and plates are 
being used for sub-culturing. Additionally, the are 
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only being incubated aerobica lly fo- . Subsequently, since no 
verific ation ofmicrobial growth (such as gram staining), is performed on broths, 
there is no way to determine ifmicroorganisms should have been recovered. 

1. 	 A subculture is not being performed jn al l cases of-at.. 
~ This deviates from your finn's Accelerated Steri · SOP 
(MICRO-SOP-024), which requ:ires a subculture 
Potential turbidity in broths may not be observe 

p]ates are being used for sub-culturing 
and have not een to suppott growth of a wide-range of 
microorganisms. These plates are only being incubated aerobically for 
- Subsequently, since there is no verification ofmicrobial g1·owth 
(such as gram staining), performed on broths, there is no way to determine 
if microorganisms should have been recovered. 

b. 	 Your firm is without any verification of any m ethods rep orted to be USP and/or 
validation of any internal methods, this includes 14-day USP <71> Sterility Testing. 

i. No Growth Promotion Test and Bacteriostatic and Fungistasis Tests have been 
conducted in accordance with USP <71> for any drug tested at any time. Sterility 
analysts indicated that II % ofall sterility testing is done using the traditional l4-day 

(b) (4 ) sterility testing. Your firm's "Sterility Testing via 
Method" SOP (MlCRO-SOP-009) provides no provisions for 
est and the Bacteriostatic and Fungistasis Test. 

1. No verification ofmicrobial growth, such as gram staining, is perf01med on 
(b) (4)id) results fi·om 

in order to verify growth and to dete1mine if microorganism s 
are present. General media plates are used for sub-culturing positive (turbid) 

results and they are being incubated aerobically. If growth is 
observed on th plates, identification(s) are performed. 


2. 	 No definitive read dates for the sterility tests are recorded on laboratory 
worksheets indicating when the final read ofeach individual sample takes 
place. According to·a sterility analyst, ther e is a final date that represents 
when all samples on one worksheet were fi nalized. This includes any 
culturing due to positive results. In some instances, 14-day Sterility Testing 
worksheets indicate that the incubation period was less than the required 14
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day period required by USP <71>. It cannot be verified that samples were run 
for the specified 14-day period ifa final read date is not recorded for every 
sample. 

(b) (4)ii. Anaerobic microorganisms may not be recovered using plates 
that are incubated aerobically. The 14-day sterHity sample analyses are set up in the 

(b) (4)clean room using . The 
that was used for 14-day stedlity testing is incubated for 14 days. Any positive 

(b) (4)(turbid) growth is subcultured to a plate. Th • 

IIIII plates are not incubated under anaerobic conditions according to sterility 
analysts. 

2) 	 Endotoxin 
a. 	 Your fitm has not performed any verification ofany methods reported to be USP and/or 

preparatory studies ofany internal methods, this includes Endotoxin Testing. 
i. No testing has been done for any drug at any time with respect to 

endotoxin testing. Your finn's "Bacterial Endotoxin Testing (BET) 
Utilizing for Routing Sample 
Analysis" any provision for 
preparatory testing studies. 

ii. From May 2013 to August 2013, Illendotoxin-raw data results were 
reviewed and 83 results indicated negative result(s) for positive control(s). There 
is no documentation ofyour finn retesting these samples. For example, sample 
..(Midazolam PF 50mg/mL Inj., exp. 11/21/2013) was analyzed on 
7/29/2013, a single negative result was recorded for both the sample and positive 
control. A retest was never documented and passing results were sent to the 
customer on 7/30/2013. Fifty of 83 positive controls that resulted as negative in 
the analyst's lab notebook (between May 201 3 and August 20 13) were reported to 
the customer as passing. There is no assurance the test is valid if the positive 
control yields a negative result. Failure of the positive control to have a 
detectable level ofendotoxin (for a number of reasons, including those that could 
be detected by performing the "preparatory testing") wi1l result in a false negat.ive 
for the sample. 

1. 	 In some instances, raw data results indicate only one -result for 
both the sample and positive control, rather than two results. According to 
USP <85>Endotoxin testing for the sample and the positive control 
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is performed in duplicate. Therefore, two t·esults for the sample and two 
results for the positive control are required. 

3) 	 Potency (Assay)/Beyond Use Dating 
a. 	 Your firm has not pe1formed any verification ofany methods reported to be USP 

and/or validation of any internal methods, this includes potency (assay) and Beyond
Use-Date (BUD) studies • BUD studies have been performed since 2011). 

i. No additional spikes, standards or studies are used to determine accuracy) 
precision, linearity, specificity, limit-of-detection/quantitation, or any other 
qualities to produce robust, reproducible, accurate results for al1 methods. 

ii. There are no written test methods. Your firm catmot ensure that potency 
analyses are performed the same way every time. 

iii. Your fitm is not fully following USP monographs that are being used as 
your analytical methods, for example: I) standards/samples are run at 100 
ug/rnL for all samples and standards; 2) system suitability iqjections are not 
run; 3) USP requirements are not used to determine system suitability 
(resolution,% RSD, etc.). 

OBSERVATION 2 

There is no quality control unit. 

Specifically, 

Your firm is without a Quality Management System, evidenced by: 

1) According to your Quality Management System PoJicy (SOP ADM~P-003, Revision .3) Section 
4.1), your Quality System is established and outlined in the Quality Management System 
Manual; however, your Quality Management System Manual has not even been created. 
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2) 	 Your quality control unit does not have the responsibility for approving or rejecting 
specifications through validation of internal laboratory methods or verification ofmethods 
rep01ted to be USP, which may impact the results you provide to your customer who depend on 
them to verify the identity, strength, quality, and purity ofyom products. 

3) There is no assurance that your laboratory facilities are adequate for the testing and approval (or 
rejection) ofdmg product sterility results; 

a. During the sterility testing observed on 8114/2013, there was no dynamic environmental 
monitoring being conducted. Environmental monitoring ofthe clean room is conducted 
-· occurring before any sterility analyses. The environmental 
monitoring consists ofusing settling plates and a few touch plates under static conditions 
only. No active or dynamic air sampling has taken place at your firm. Your firm has no 
assurance that microbial contamination is not occurring under operational conditions. 

b. There is no documentation that your - your only sterilizing 
agent being used) has been shown effective in eliminating spore forming bacteria and 
other resistant organisms in your testing laboratory, as evidenced by: 

1. Organisms identified from environmental sampJing data of the clean room include 
numerous bacillus species (spore forming microOiganism), staph species and also 
included gram negative rods and gram negative diplococci. Some of the 
organisms recovered from environmental monitoring of the clean room identified 
as Staphylococcus aureus, Staphylococcus haemolyticus, Staphylococcus 
lugdunensis, Aeromonas-salmonicida, Pseudomonas stutzeri, Acinetobacter 
/woffii, Bacillus cereus, Moraxella catarrhalis, Neisseria s icca, Pseudomonas 
putida, Aeromonas hydrophi/ia, Pseudomonas syringae, Serratia odoriferae, 
Pseudomonas aeruginosa. 

c. There is no assurance that your cleaning procedures are adequate: 
i. Your entire cleaning and sterilization process is not documented . The cleaning 

and sterilization of the clean room, which supports your sterility testing, is 
conducte with only-

ii. No grid/disinfectant efficacy monitoring has ever been conducted in order to 
validate the cleanliness and sanitization ofthe clean room and laminar flow hood. 

iii . Itwas observed on 8/15/2013, equipment such as a manifold, tubes ofmedia, 
pliers, and outer packaging of sterile equipment were not sanitized prior to being 
placed into the laminar flow hood during the sterility analysis testing. 

(b) (4)d. Your firm's flow cytometer (an open system, particulate 
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detecting device), which is used to perform sterility testing on customer samples, is 
located in an environmentally uncontrolled, unclassified area. 

e. 	 The laminar flow hood, which is situated inside the sterility suite, is not cull'ently 
assessed for particulates, velocity flow rate, and no smoke studies have been conducted. 
Yom laminar flow hood is a critical piece of equipment, as it is used to stage and set up 
sterility tests and prevent laboratory contamination ofproduct under sterility testing. No 
studies concerning, pmiiculate, smoke, flow rate and grid monitoring, have been 
conducted. 

f. 	 Your fum does not monitor pressure differentials between areas ofcascading air quality. 
Your firm does not have any monitoring parameters in place to determine how long or 
how often the doors between classified areas can remain open or if there are any positive 
pressure drops during sample analysis in the aseptic clean room. 

4) 	 Your finn is without complete procedures describing the quality control unit's responsibilities 
and authority to approve and reject all quality control testing results, and the authority to review 
Jaboratory records to assure no errors have occulTed, or iferrors have occurred that they have 
been fully investigated, for example: 

a. 	 All generated laboratory results are reported to your customers without review and 
approval fi:om the quality assurance deprutment; 

b. 	 During the inspection, Investigators documented multiple occasions over the past four 
months, where your firm's Chief Financial Officer, Deputy Assistant Lab Director, and 
Data Technician exercised the authority to review and approve sample results and final 
repolis that were sent to customers. These employees are not identified in your fitm's 
QCU, nor do they have the educational background for the authority ofapproving and 
rejecting scientific data. 

1. 	 Below are specific examples where an OOS was created and an investigation was 
left open for a sterility failure. The above employees approved the failing 
laboratory results and the final reports . There was no QCU review or Lab 
Director review of the OOS and the analyst's data, as described in your firm's 
Out-of-Specification (008) Investigation Standard Operating Procedure (ADM
SOP-006): 

SamtJie l't'oduct Expiry Remarks Customer 
II Report 

(PIF) and 
Dale 
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IIIII 


IIIII 


IIIII 


IIIII 


Sodium Citrate 4% 
Soln. for lnj. MDV 
ouo 
EOTA Disodium 
150 mg/ml Sterile 
lni.MDV 
Sodium Thiosulfate 
25% 250 mg/ml 
(12 .5g/50 mL) 
Sterile Soln for lnj. 
SDVOUO 
Sodium Thiosulfate 
25% 250 mg/ml 
(12.5g/50 mL) 
Sterile Soln fo r lnj. 
PFSDVOUO 

1/6/2014 

1/2/2014 

1/13/2014 

1/5/2014 

sample setup 7/12, 
final report 7/24, not 
retested 
sample setup 7/11, 
final report 7/30, not 
retested 

sample setup 7/22, 
final report 7/30, not 
retested 

sample setup 7/11, 
final report 7/19, not 
retested 

Passes 
on 
7/24/13 
Passes 
on 
7/30/13 

Passes 
on 
7/30/13 

Passes 
on 
7/19/13 

EMPLOYCE(S) SIGNATURE OATfiSSU~D 

Zache ry L. Hiller, Investigator~-
Marie B. Buen-Bigornia, Investigator~~ 

Kimberley A. Hoefen, Investigator ~~~\~SEE REVERSE 08/30/2013Andrea s. Heise, Investigator~~OF THIS PAGE 
Andr ew J . Gonzales, I nvestigator A1t\ 

OBSERVATION 3 

Protective apparel is not wom as necessa1y to protect drug prod ucts from contamination. 

Specifically, 

1) 	 Personnel gowning qualification and persorutel monitoring has never occurred. Yolll' firm's 
SOP's including "Gowning" (MICRO"SOP-008) does not provide any provisions to do so. 

a. 	 The attire for drug product testing perfomted in the laminar flow hood and clean room is 
inadequate for operations within an ISO 5 clean room (ISO 14644-1 cleamoom 
standards) or a Class 100 (FED STD 209E equivalent) . 

i. 	 Sterility analysts clean room attire consists of shoe covers, a disposable gown 
(which is re"used), hair bouffant, safety glasses, face particle mask and a sterile 
double set ofgloves. No sterile sleeve covers are used. Skin was exposed on the 
sides ofthe mask, neck and forehead. Street clothes and shoes were also used in 
the cleanroom. Pant legs were visible as well. Skin and street clothes shed viable 
and non-viable particulates and can lead to the contamination of the aseptic 
cleanroom and subsequently the sample. 
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Zachery L. Mill~r, Investigator~ 
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SEE REVERSE Kimberley A. Hoefen, Investiga tor ¥-4~ 08/30/2013Andrea s . Heise, Inve stigator~OF THIS PAGE 
Andrew J . Gonza les, Investi gator J~J\ 

OBSERVATION 4 

The written stability program for drug products does not include reliable, meaningful, and specific test methods. 

Specifically, 

Your firm is offering stability study or beyond-use-dating (BUD) data as a service to your customers 
without validating/verifying your methods to determine if they are stability indicating. The only data to 
support a customer's product expiry date is potency results obtained fi:om non-validated/non-verified 
USP methods and there is no data that any of these methods are stability indicating. Methods evaluating 
related compounds, degradation, and impurities are not used. There is no assurance of the related 
compound/degradation compound concentrations within the BUD study time . For example out of 10 
BUD potency lab analyses reviewed the following was found: 

1) 	 Customer order received 6/7/13 requested Prednisolone Suspension, 20 mg/mL (sample 
expiry 12/2/13) to be analyzed for "BUD" at the following time points (initial, 1 month, 2 montl1, 
3 month, 4 month, 5 month, 6 month). The initial and 1 month analytical "BUD" (potency) 
testing was completed using non-validated internal firm methods. No related 
compound/degradation products test was petfonned. There is no assurance ofa positive 
identification ofprednisolone in the sampJe, for example: 

a. On 6/10/13(initial time point) assay/potency was analyzed using intemal methods. 
i. The USP standard, used to calculate the area/potency, (51

h injection) retention 
time was at 2.974 min. 

ii. The sample retention time was at 2.132 min (replicates 1and 2). 
iii. The sample peak was outside of the industry standard ID limit range of±5% 

(2.825-3.123 min) . 
b. On 7/17/13 (1 month time point) assay/potency was analyzed using internal methods . 

i. The USP standard (51
h injection) retention time was at 2.314 min. 

ii. The sample retention time was at 1. 777 min (replicates 1 and 2). 
iii. The sample peak was outside of the industry standard ID Jimit range of±5% 

(2.198-2.430 min). 

2) Customer order, dated 12/21112 requested Atropine Sulfate) 0.1 mg/mL (sample exp1ry 
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ta•~EAI>O lm.E OF INOMOVAI.TOV.'HOM REPORT ISSUED 

TO: Michael S. Travis, President 
FIRMIIAME 

Front Range Laboratories, Incor orated 
CllY, STATE. ZiP Coot;, COUNTRY 

Lovel and , CO 80537-2531 

STREET ADDRESS 

3985 s Lincoln Ave 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

FOOD AND DRUG ADMINISTRATION 
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6/19/2013) to be analyzed for potency. An E-mail update from the customer dated 2/8/13 
requested additional .,BUD., analysis at the following time pointe;, 45 days and 90 days. The 
analytical"BUD" (potency) 45 day (2/8/13) and 90 day (3/21/13) testing has been completed and 
analyzed by using a purported "USP 11 method. All sections ofthe USP monograph are not 
followed. Your firm cannot assure a failing result was not reported as passing, for example: 

a. 	 The standard/samples were run at a concentration ofapproximately 100 ug/mL atropine 
sulfate, the official USP monograph used 80 ug/mL atropine sulfate. 

b. 	 No system suitability injection was prepared and injected. 
c. 	 The system suitability resolution limits were not evaluated since the system suitability 

injection was not performed. 

3) 	 Customer order received 5/10/13 requested Diazepam/Amitriptyline, 5/10 mg suppository 
(sample~ expiry 06-11-201 3), to be analyzed for "BUD11 at the foHowing time points 
(initial, 90 days, 180 days and 270 days). Only the initial analytical"BUD" (potency) testing has 
been completed. On 5/ 13/13(initial time point) and 5/20/13 (retest for initial time point) 
assay/potency was analyzed using non-validated internal methods. Your firm cannot assure a 
failing result was not repmted as passing, for example: 

a. 	 There is no validated sample preparation method to ensure the solid sample goes into 
solution. 

b. 	 Between the original and retest, there were changes to the analytical method. 
i. The organic solvent used to dissolve the sample was changed from- to 

ii. The HPLC mobile phase ratio and organic solvent were changed from .. -
(b)(4) 	 (b)(4) 

OBSERVATION 5 

Employees engaged in the manufacture, processing, packing, and holding ofa drug product lack the education, training, and 

experience required to perfotm their assigned functions. 


Specifically, 


Your fitm does not require, on a continual frequency, training for your laboratory analysts necessru·y for 

EMPlOYEE(S) SIGNAlURE I>ATE ISSUED 

Zachery L. Niller, Investigator~A..--=
t·larie B. Buen-Bigornia, InvestigatorMeiJ 

SEE REVERSE 
OF THIS PAGE 

Ki mberl ey A. Ho e fen , Investigator~~ 
Andrea S. Heise, Investigator~ 
Andrew J. Gonzales, Investigator _·\~{\ 
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TO: Michael S. Travis, President 
FIRM IW~E 

Front Range Laboratories, Incorporated 
CIIY. STAll!, ZiP CODE. COUNTRY 

Loveland, CO 80537-2531 

STREET AOORe&S 

3985 S I.incoln Ave 
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them to cany out their assigned responsibilities. Your firm does not require your analysts to read in its 
entirety and/or train on any ofthe USP procedures even though you rep011 laboratory testing accordjng 
to USP <85> BACTERIA ENDOTOXIN TEST and USP <71> STERILITY TESTS. 

* DATES OF INSPECTION: 

08/05/2013(Mon), 08/06/2013(1\Je), 08/07/2013(Wed), 08/08/2013(Thu), 08113/2013(1\te), 08/J4/2013(Wed), 08/l5/2013(Thu), 

08/16/2013(fri), 08/19/2013(Mon), 08/20/2013(fuc), 08/21!2013(\Vcd), 08/22/2013(Thu), 08/23/2013(Fri), 08/24/20 13(Sat), 

08/30/20 13(fri) 

E!.I.PI.O"l'EE(S) SIGNATURf DATE ISSU£0 

SEE REVERSE 
OF THIS PAGE 

Zache<y L . MillO<, Inve.tigoto'~ 
Narie B. Buen- Bigornia, Investigat ....., 
Kimberley A. Hoefen, Investigato~ W\- ~ \"\.D(..b
Andrea S . Heise, Investigator~ ~ \) 
Andrew J. Gonzales, Investigator -·\ , '- ·· , 'r\ f\ 
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The observations of objectionable conditions and practices listed 
on the front of this form are reported: 

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

2. To assist firms inspected in complying with the Acts and 
regulations enforced by the Food and Drug Administration 

Section 704(b) of the Federal Food, Drug, and Cosmetic Act (21 
USC 374(b)) provides: 

"Upon completion of any such inspection of a factory, 
warehouse, consulling laboratory, or other establishment, and 
prior to leaving the premises, the officer or employee making the 
inspection shall give to the owner, operator, or agent in charge a 
report in writing setting forth any conditions or practices 
observed by him which, in his judgement, indicate that any food, 
drug, device, or cosmetic in such establishment (1) consists in 
whole 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 report shall be sent promptly to the Secretary." 




