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,, SmithKline Beecham
o Pharmaceuticals

November 22, 2000

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

5630 Fishers Lane, Room 1061
Rockville, Maryland 20852

Re: Docket No. 00D-1424; Draft Guidance for Industry on
Analytical Procedures and Method Validations:
Chemistry, Manufacturing and Controls
Documentation

Federal Register, August 30, 2000 (65FR169)

Dear Sir/Madam:

. The draft guidance, according to the Notice issued at the time of the publication is

_ ‘ intended to provide recommendations to applicants on submitting analytical procedures,

validation data and samples to support the identity, strength, quality, purity and potency
of drug substances and drug products.

Reference is made to our initial comments submitted to Docket No. 00D-1424 on
‘November 14, 2000.

Provided herein, are additional detailed specific comments from SmithKline Beecham
Biologicals on the aforementioned draft guidance.

SmithKline Beecham welcomes the opportunity to work with FDA and industry in
crafting improved versions of this draft guidance.

Thomas M. H/ogan
Director
North America Regulatory Affairs
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SB Blologicais Lomments
Section Guidance Line Comment Rationale
(or page #)
I 71 Replace “demonstrates” by “confirms” The suitability should be determined by the
applicant and confirmed by the FDA.
I 72-73 Define “regulatory purposes” or change An analytical procedure should be suitable for its
wording. intended use (which can be release,
characterization, stability testing, ...).Jt is
unclear what regulatory purposes means.
II 91 What is the difference between in process and
acceptance testing? Please add to glossary.
III 104-105 Clarify definition The definition of a regulatory analytical

UAData\FDA Analytical Methods, GA comments.doc

procedure is very unciear, as alternative
analytical procedures would also evaluate a
defined characteristic of the drug substance or
product. Does a regulatory analytical procedure
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S SB Biologicals comments on FDA Guidance for Industry:
Analyncal Procedures and Methods Validation - Chemistry, Manufacturing, and Controls Documentation

Section

Guidance Line
(or page #)

Comment

Rationale

m

I

I

VI

VI

113-114
118
122125 .
248249

279

Clarify definition

Remove

Please add that this may not be applicable to
biologicals

Change example

Add “quantitative” before “chromatographic”

We suppose that alternative analytical
procedures would also include methods
developed by the applicant in the absence of a
compendial method ?

It may not be possible, or relevant, to compare
an alternative method and a compendial method.

The definition of “quantitative analytical
procedure” only applies to chemicals, not to
biologicals. E.g. a stability-indicating assay for a
vaccine is often a potency test that measures the
induction of antibodies in an animal model. This
is not a quantitative assay.

The example is unclear. It seems to us that the
principle would be: “For example, quantification
of the substance by UV spectrometry after
separation of ... by isocratic HPLC.

We suppose that “all quantitative
chromatographic methods” are meant. For e.g.
qualitative TLC it will be difficult to establish
system suitability parameters.
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Analytical Procedures and Methods Validation - Chemistry, Manufacturing, and Controls Documentatton
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Section Guidance Line Comment Rationale
; (or page #)
VII 378 . Remove robustness It is our opinion that evaluation of robustness

should be performed during the development of
the analytical procedure. The result of the
robustness evaluation would be the inclusion of
specific parameters or warnings in the SOP,
rather than a complete description of assay
development in the validation package.

vl 384-385 Remove This should be part of robustness analysis. See
- previous remark.
Vil 400-415 Remove This information should be discussed in the

product characterization section, not under
method validation. Inclusion of all this
information in the validation report will make
the latter unreadable.

VII 419-420 Remove This information should be in the stability
section, not under method validation.

A1 425-426 Remove This is part of robustness analysis. See remarks
on line 378.
Page 3
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Analytzcal Procedures and Methods Validation - Chemistry, Manufacturmg, and Controls Documentation

Guidance Line

Section ] Comment Rationale
(or page #) .
VII 435-436 Remove “... and the data discussed and/or See rationale to line 378.
submitted. In cases where an effect is
observed, representative instrument output
~ should be submitted ...” and replace by *
. and the data used to set appropriate
parameters in the standard operating
. procedure”.
VII 450-453 Replace “should be submitted in the sections  For a lot of stress testing results, the instrument
' ' on analytical procedures and controls” by output (SDS-PAGE photo’s, Western blots, etc.)
“should be submitted in the most appropriate  should be included in the stability section, which
section”. would otherwise become incomplete and
: unreadable. Inclusion in the methods description
or validation will, on the other hand, make those
documents too complex.

VI 455-520 Please summarize. The section on instrument output/raw data
contains a lot of overlapping and repetitions
statements between 1i, ii and iii. It is unclear why
“organic impurities” is a separate section, next to
“drug substance” and “drug product”.

v 578 ~ Delete robustness See remark on line 378.

VIII 603 Delete “and the criteria used in determining  If criteria need to be set a priori, this means that

the acceptability of the analytical procedure”

standard acceptability criteria exist. If so, then
those should be part of the guidance document.
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SB Biologicals comments oﬁ FDA Guidance for Industry:

Analytical Procedures and Methods Validation - Chemistry, Manufacturing, and Controls Documentation

Section Guidance Line Comment Rationale
(or page #)
X 668 Add “if known at submi§sidn’?" Commercial lots may not yet be produced at
v BLA submission, in which “case batch numbers
etc. cannot yet be given.
X 740 Add “primary” before packaging Clarifies.
X1 926  Delete “robustness” See comment to line 378.
XI 1034 Delete “robustness” See comment to line 378.
Attachment 1115 - Change “XTI” to “X” " Wrong section is referenced
A 2
References Add reference to “Guidance for industry: This would be appropriate if the current

‘content and format of chemistry,

manufacturing and controls information and

‘establishment description information for a
- ‘vaccine or related product

guideline is to be applied to vaccines.
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Shipper's reference
11R4250

From

Account no.
763302335

Shipment Airwaybill

(Non negotiable)

1-800- CALL-DHL in USA only

Company name
SmithKline Beecham

Shipper's Name
CMC Regulatory Affairs

Address
1250 S.Collegeville Road

Collegeville PA
United States Of America

Zip/Postcode (required) Phone/Fax/Telex (circle one)
Ph:  (610) 917-5668
194262930 Fax: (610) 917-4104

(Recipient)

Company name
Food and Drug Administration

Attention
Dock

Delivery address DHL cannot deliver to a PO Box

5630 Fishers Lane
Room 1061, HFA-305

Rockville MD
United States Of America

Zip/Postcode {required)

Phone/Fax/Telex (circle one)

Uwe agree that DHL's mndludhm-wpmomll lhipn\mtmdlmlt DHLlIhbltylertmerdun-oo i
aiso apply. e mhoﬂzn

M request, for an extra
charge. Uwp agree to pey all nmcndpbmnrmlvdpmydoumtm
liwe undarstand that DHL DOES NOT TRANSPORT CASH,

“eompm- other documents.

Signature
CMC Regulatory Affairs

Date

11/22/2000

This is a summary of our main terms and conditions. Our full terms and
conditions are on dispiay and available from DHL Service Centers and in
our Worldwide Express Guide.

BE et it

1. DHL’s Contract with you.
These terms and conditions, along with those set out in our Worldwide Express
Guide, are all the terms of the contract between you, the sender of the ship-
ment, and us, DHL. When you tender a shipment to us, you accept our terms
for you, the sender and for anyone else who has an expressad interest in the
shipment. Our terms and conditions aiso protect anyone who we may contract to
collect, transport or defiver your shipment. No employee of DHL. or anyone sise
has the authority to change any of our terms or conditions, or make any promises
on our behalf. The terms and conditions of this airbill shall govern in the event
of any Inconsistencies that might exist in any other transportation documents
accompanying this shipment.

2. What shipment means:

A shipment means alt documents or parceis that travel under one airway bilt, not

just any single or P ded in a shi You certify that
the shi details are and You agree that all shipments

may be carried by any means, including air, road or any other carrier unless

you give us specific instructions to the contrary.

3. Internationat Shipments:
You appoint DHL as your agent to conduct Customs entry and clear-
ance and certify DHL as your consignee solely for the purpose of
designating DHL as your Customs Broker to perform Customs entry
and clearance.
€
4. Shipments we do not accept:
We do not accept as a shipment anything that is considered a restricted
article or hazardous material by the Department of Transportation (DOT),
1 Air T3 iation (IATA), or the International Civil

Aviation Organization (ICAQ).

We do not accept any shipments that contain items that we cannot
transport legally or safely, including, but not limited to:

Animals Perishables

Currency Precious Metals

Liquor Precious Stones

Plants Negotiable ltems in Bearer Form

For full information about shipments we cannot accept for shipping,
please contact your nearest DHL Service Center.

5. Clalms:

DHL Connect

1

9291616106

Quote thls shipment number inan Inqulry

No. of pieces

1

Weight if DHL Express Document
{packaging Is used, enter XD

XD

Dimensions in inches

Services

[X"Ju.s. poMesTIC
[]INTERNATIONAL DOCUMENT
[__]INTERNATIONAL NON DOCUMENT

(:l Recipient

Acct. No.

yment Optlon
available to all countries
Shipper's Account '

length  width  height

[hird Party

Spacial Services extra charges may apply
[ ]SATURDAY DELIVERY

[Jroo
shipper's Tax/telex no. for POD (optional)
OTHER
(- e

Fuli gescription of contents

Business document

International non document shipments only
Attach orainal and t 4 E c /

Declared value for customs (in USS).

Export license no./Symbot if applicable

Type of export

Harmonized Sched. B no. if applicable.
Permanent

[ ITemporary [ 'RepaivReturn

These

or

Shipper's EIN/SSN

Destination duties/taxes if left blank recipient pays duties/taxes

] Recipient [ shipper

dities,
- exported from the United States in accordance
with the export administration regulations,
Diversion contrary to U.S. law prohibited.

‘ware

DHL Airways, Inc. (c) 333 Twin Dolphin Drive, Redweod City, CA 94065

i you wish to submit a claim for a lost (includes misdelivered) or
damaged shipment, the shipper must
*Submit the claim in writing.
*Your claim must be received within 30 days
from the date that we accept your shipment.
*Send or take your claim to your nearest DHL office.

Please note: We will not review a claim unil all shipping and any other

rolated charges

owed have been paid to DHL.

6. Delayed Shipments:

We will make every effort to defiver your shipment according to our
regular delivery schedules. DHL is not liable for any delays, even if
they are our faultin:

“Picking up a shlpment
Ty

delays caused by diversions)

'Datlvaring a shipmsm

DHL raserves 1hs nght. without admitting liability, to refund trans-

por

but is not obi d 1o do so.

7. Clrcumstances beyond our control:
We are not flable if a shipment is lost{ include misdelivered) or

"

of ¢l

beyond our control. These

circumstances include:

*An "Act of God", for example an earthquake, cyclone, storm or flood

*"Force Majeure” for example war, plane crash or embargo

*Any defect or characteristic 1o do with the nature of the shipment,
even if known to us when we accepted it

*Any action or omission by anyone outside DHL. For example:

- The sender of the shipment

- The receiver

- Aninterested third party

- Customs ot government officials

- Tha postal service, another carrier or a third party who we contract
to deliver to destinations that we do not serve directly.

We are not liable even if the sender did not ask for or know about a
third party delivery agreement.

Woe are also not liable for electrical or magnetlc damage to, or erasure

of, or

images or

PACKAGE (Recipient’s) COPY

8. Consequential Damages:

Wae are not liable for the following, whether they arise in contract or
any other form of civil action, including negligence, and even if they
are DHL's fault:

* G tial or speciaf ds or loss

* Other indirect loss  * Braach of other contracts

Consequential damages of loss inciude, but are not limited to lost:
*Income *Profits *interest *Markets *Use of contents

9. Extent of our IIablIlty-
Our liability for a lost or damaged shlpmem is limited to the towest
of these 3 amotnts:

*US $100, or

*The actual amount of the loss or damage, or
*The actual value of the document or parcel. This
does not include any commercial utility or special
value to the shipper or any other person.

10. What "Actual value” means:
The lowest of the following amounts, determined as at the time and
place we accepted the shipment:

D ing any ship without | value):
*The cost of repk or the
Parcels g any with value):

*The cost of repairing or replacing the parcel, or

*The resale or fair market value of the parcel

The actual value of a parcel cannot be more than the original cost to
you plus 10 percent.

11. If the transportation of a shipment involves an uitimate destination
or stop In & country other than the country of departure, the Warsaw
Convention fimits our Habifity for loss or damage to such shipment.
You agrea that your shipment may be carried via intermediate stop-
ping places which we deem appropriate.

12. We recommend that you Instire your shipment with DHL. 'We’

can arrange insurance for you up to US $5 million. Please note that
our shipment insurance does not cover consequential damages, or
loss or damage caused by transportation delays. 1 you do not request
Shipment Insurance on the front of this airway bill, you assume alt
risks of loss or damage.




