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November 28,2000

Docket Management Branch (HFA-305)
Food and Drug Administration

5630 Fishers Lane

Room 1061

Rockville, MD 20852

RE:  Draft Guidance for Industry on Analytical Procedures and Methods Validation;
Chemistry, Manufacturing, and Controls Documentation (Docket 00D-1424)

Dear Sir:

Abbott Laboratories is pleased to have the opportunity to provide comments on the
Draft Guidance on Analytical Procedures and Methods Validation as published on
August 30, 2000, in the Federal Register. We propose the attached comments and
suggestions to help strengthen the utility of the proposed guidance.

On behalf of the 57,000 Abbott employees who help produce healthcare products
marketed in more than 130 countries, we thank you for your consideration of these

comments.

Sincerely,

Douglas L. Spoé;

cc: Dave Brown, PARD
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ABBOTT LABORATORIES November 28, 2000

COMMENTS TO FDA
DRAFT GUIDANCE ON ANALYTICAL PROCEDURES
AND METHODS VALIDATION (Docket 00D-1424)

General Comments

It would be beneficial if the term "raw data" (e.g., peak areas, chromatograms, etc)
were given definition in the guidance to ensure that there is no confusion with 21 CFR
Part 11 definitions.

It is also recommended that the Agency consider adopting the ICH required elements
of methods validation table as written. Modification of the table would reduce the
value of harmonization and create confusion as to requirements.

SPECIFIC COMMENTS
Line

89-92
Missing a limit test discussion for residual solvent assays such as "Residual solvent
levels in drug products are governed by the ‘ICH Guidance on Impurities: Residual
Solvents,” Federal Register, Vol. 62, No. 247, 12/24/97, pp. 67377-67382."

268
Alternative to Methods statements of useable shelf life for reagents may include
the use of an operational procedure on reagents.

535
In Table 1 under the column labeled "Assay" on the "Specificity" line: Specificity
should not be included for content uniformity and dissolution. Content uniformity
can also be performed by nIR and by weight. The dissolution finish could use UV
detection, which is not specific.

581
Verification of compendial procedures is discussed. It is not clear what is the basis
for the Agency's proposed requirement of specificity, intermediate precision and
stability of sample solutions, for compendial methods applied to compendial
products. 21 CFR 211.194 (a)(2) specifies that "The suitability of all testing
methods used shall be verified under actual conditions of use," but does not require
that data should be on file for compendial methods. The Agency may be requiring
more than is justified by the CFR.
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ABBOTT LABORATORIES November 28, 2000

COMMENTS TO FDA: DRAFT GUIDANCE ON ANALYTICAL
PROCEDURES AND METHODS VALIDATION (Docket 00D-1424)

SPECIFIC COMMENTS (continued)
Line

599-603
An editorial correction: "well-test" should read "well-tested."”

600-603
There should be a clarification that an implied validation protocol is not intended
for method development. Method development should be driven by sound

scientific expectations such as found in the CDER reviewer guidance on Validation
of Chromatographic Methods, 11/94.

1049 :
Strike "HPLC". A UV spectrophotometer could also be used as stated in line
1055.

1089
Clarification is needed as to what is considered "Automated Analytical
Procedures." Would the use of HPLC or GC autosamplers be included?

799-1095

Section XI, Methodology is probably not needed since this information for the
most part is already included in the USP. '

Page 2 of 2



PG i
823L8LL7L0LD

bAbbL7E

“This portion can be removedTor Recipient's records.

Hj28 /o0
T 7

823k8kL7LO4D

tedEx Tracking Number

Phone 3*’»}?’ "*’13?-—"9882

“ Thug Sporn
7

o ABBOTT LABS

100 ABBUOTT PARKW RD

188

s

T\ 4a Express Package Service ackages il
] R . - Delivery commitment may be Ia(erih\ I R
FedEx Priority Overnight FedEx Standard Overnight D FedEx First Overnig. !
i Earfiest next business momning ™.,

Next l\ms'\ness moming Next business afternoon
. delivery to select locations

T FedEx 2Day* " [] FedEx Express Saver* e
Second business day Third business day * FedEx Envelope/Letter Rate not available

Minimum charge: One-pound rate

Packagnes over 150 Ihs.

Delivery commitment may be later in same areas.

D FedEx 3Day Freight

Third business day

4h ‘Exprensys’ Freight Service
O

*Cal for G

FedEx 1Dagl Freight* FedEx 2Day Freight
Second business day

Nextbusiness day

o

Dept/!

5 Pgekaging
ABBOTY PARK sate L zp 600564 : A FedbxEnveloperletiers [ FedExPak* (] other Pig.
i . B Incluges FedEx Box, Fedfx
N P e : s 3 o - Tube, and custamer pkg.
.internai Biiiing Reference i /B Special Handting o FodtE adh
—= —— - sl;un;vn:i‘:wng SUNDAY Def  HOLDWeokday - HOLD Saturday
N . elivery eckday atul
. . > Avallable for FedEx Priority D Avaitable for FedEx Priority D at FedEx Location D at FedEx Loc:tylon
jient's I/ ?0 fé ]_. é 0 Ovemight and FedEx 2Day Quernight ta select 1P codes Not available with Available for FedEx Priority
3 o '}' n { /‘ Phone 1o selectZIP codes FedEx First Ovemight R ?verw%and(_FedEx 2Day
0 selectlocations

Foom 106/

We cannat deliver toP.0. boxes ar P.0. ZIP codes.

ess 5@30 ﬁ;A@rs /_ana

ILD" at FedEx location, print FedEx address.

-,
N
%

Dept/Floor/Suite/Roam

Ny

State I77 p

» ) - t /. / / 7‘ Oneh_uxmunbechecked. _..__—Ql ) N
o ”FA,E%; F&Od aﬂl/ 'D/:l}q W mm 1 N(.) D Xsegeranached D gﬁspefweclaraﬁon D DDry cL(,:!suNwtlS x

0158091833

*Declared value limit $500

Does this shipment cantain dqngeroué goods?

K
Shipper’s Declaration not required . 9
Dangerous Goods cannot be shipped in FedEx packaging. D Cargo Aircraft Only
S ins S . Obtain Regip.
7 Pa me}rt 8{”—&'—.-‘— Enter FedEx Acct. No. or Credit Card No. below. — ) Acct No.
Sender” 1 Recipient [ImhirdParty [ ] CreditCard [ ] Cash/Check
Acct No. in Section

il be billed. . " _
NS e A Ha
a5 RS

; D

Total Packages #  Total Weight

-3 15
LRSI

tQur fiahifity is fimited to $100 unless you declare a higher value. See the FedEx Service Guide for details.

Credit Card Auth.

8 Release Signature Sign to authorize delivery without obtaining signature.

By signing you authorize us to deiiver this shipment without obtaining a signature

and agree to indemnify and hold us harmiess from any resulting claims.

Questions? Call 1°800+Go-FedEx’ (800-463-3339)

Visit our Web site at www.fedex.com

Rev Date 3/00ePart #155912G »©1994-2000 FedExsPRINTED'NUS A GBFEV 8100
’ . o

4ocd

.




