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To whom it may concern: 

Novartis is a world leader in the research and development of products to protect and 
improve health and well-being. As a global pharmaceutical corporation, Novartis is 
supportive of efforts to improve and to harmonize the technical requirements for 
registration of pharmaceutical products. We appreciate the opportunity to comment on 
this comprehensive draft guidance in accordance with FDA’s Good Guidance practices. 

Novartis is generally in agreement with the goals of the proposed Guidance document, 
particularly with respect to the following points: 

1. harmonization with the Common Technical Document (CTD) format as presented by 
the International Conference on Harmonization (ICH); 

2. cross-referencing to other relevant FDA and ICH Guidance documents 

Novartis is concerned about several themes within the draft Guidance that appear 
inconsistent with the Agency’s recently stated “science-based, risk-based” and “quality 
by design” initiatives, namely: 

1. the increased level of detail and information requested for the CMC section of the 
NDAKTD, such as environmental controls for conventional active pharmaceutical 
ingredient manufacturing processes. Typically, there is little justification that the 
value added by providing this information is commensurate with the increased burden 
placed on sponsors and the Agency in collecting and reviewing this information. 
Indeed, in some cases, the information requested conflicts with current Agency 
Guidance, such as BACPAC I, intended for regulatory relief; 
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2. a lack: of clarity on how the additional information (if provided to the Agency) would 
be maintained by the NDA sponsor and the FDA without increasing the burden of 
post-approval change CMC Supplements for both the sponsor and the Agency 

Additional comments are provided in the attached tabular format with line and section 
number indicated, for ease of FDA use. 

These comments are being provided in duplicate in written form and electronically as 
directed in the Federal Register Notice. 

Novartis appreciates the opportunity to submit these comments and looks forward to 
continuing to work collaboratively with the agency on this important initiative to enhance 
drug substance chemistry, manufacturing and control initiatives. 

Thank you for the opportunity to comment. If you have any questions, please contact 
Joan A. Rdaterna at 862-778-3379. 

Sincerely, 

(signed in original) 

&Joan A. Materna 

Global Regulatory CMC 



Novartis CornmeLts on: 
Draft FDA Guidance “Drug Substance - CMC Information” 

(Docket No. 2003D-0571) 
December 2003 

requirements and the GMP requirements 

development) for “fermentation derived drug substances and 
intermediates and associated drug products”. We are looking 
forward receiving this guideline and are expecting that it will 
also cover conventio 

and ANDA. Furthermore the referenced guidelines are all approved guidelines distinguishing between new and existing 
lated to new drug substances. drug substances {e.g. FDA Guidance for Industry “ANDAs: 

Impurities in drug substances”). 

otherwise the different definitions should be explained in the 

used, slaughterhouse precautions etc) rather than a 

BSE-country according to 9 CFR 94.11 cannot be the countries like UK and Portugal) would be beneficial. 



NDA. Please clarify. potentially be reviewed twice which is unnecessary work. 
Also, there would also be unnecessary work by the NDA 

sells the material to a second firm, does the firm really need different at CVM? 
to duplicate tiling the same information in a DMF? Please 

why building numbers are necessary to provide? rding to Federal RegisterNol. 65 
: “Final rule to 21 CFR Part 3 14: 

information be in the 356h, if necessary at all for NDA 

Give example of critical for clarification. 
406-435 1V.B. 1 How do you fit all this information in the flow diagram? E.g. To include all of the requested information in the flow 2 

(S.2.2) auxiliary materials are not synthesis relevant and should not diagram will almost negate the purpose of the Manufacturing 
be included. Likewise, the operating parameters can be seen directions. 
in the textual description of the manufacturing process 

427 IV.B.l Please clarify what is intended by operating parameters for For clarification. 2 
(S.2.2) each step? Are these binding and cannot be changed without 

PAS? 



conversion of the final intermediate to the final drug to the final intermediate therefore it is 

se, casems are use ese raw matena 
ned by the U.S. Dept. of agriculture (9 CFR 94.11) are are simultaneously used as food (even baby food) without 
used or manipulated in the same facility. The list of additional restrictions. It is clear that the basics for risk 

uropean countries as source countries for bovine-derived from healthy animals being fit for human consumption. Raw 

r foodstuff derived directly therefrom. We do not agree for 

used or manipulated in the same facility. (EMEN O/O 1 Rev. 2 or Guidance for Industry “The 
Sourcing and Processing of Gelatin to Reduce the Potential 
Risk Posed by BSE in FDA-Regulated Products for Human 

escription of the manufacturing process. 



already given no further description is needed. (See 3.a.) 

ancests no 

standards or spec@ations to one or more processing steps 
at are d$erentfrom the established manufacturing 

ference to the “API S ‘critical intermediate’ where full GMP 
ocess validation. This is not relevant for 

concern, additional information may be above mentioned (comment to lines 488-491). 

relevant and should not be given of the substance like solvents could through by- 

There is no positive effect on quality. 

uirements for critical 

test is performed on the intermediate satisfying the need? 



e test was not run on the drug substance itself. 

impurities and the summary of the route of synthesis for 
impurities if they were independently prepared. 

en an analytical procedure would only be For clarification. 
used for stability and not release? Why would the tests be 
kept in different places in the event there are examples. 

article in commerce all be so constitute 
examined in accordance with these assay and test 

rocedures, it meets all of the requirements in the 
monograph defining it. However, it is not to be inferred that 
application of every analyticalprocedure in the monograph 
to samples from every production batch is necessarily a 
prerequisite for assuring compliance with Pharmacopeial 
standards before the batch is releasedfor distribution. 
Furthermore ICH Q7A allows “..the impurity profile should 
be compared at appropriate intervals against the impurity 
projile in the regulate y submission or compared against 
historical data . . . ..” which is in line with USP. Non-batch 
wise testing of by-/degradation products may be done under 
certain circumstances such as: validated process, batch 
consistency data demonstrating consistent quality of the 
product. Provided that all prerequisites for a PQIT as 
mentioned in the draft guidance are fulfilled we would 

. . . 



Line Draft 
Number Guidance 

Section 

Comment Rationale 

as suitable for PQIT as long as sufficient sets of data show 
clear evidence for a correlation between tests performed on a 
batch to batch basis (e.g. assay, absorbance, specific optical 
rotation..) and the level of impurities. In case of any out-of- 
expectation or out-of-specification event, impurities would 
have also to be tested during analysis of such batches 

1189 

1242 

VLA (S.4.1) Additional guidance.... Please include guidance “ANDAs: Only guidances form drug substances are mentioned. 
Impurities for Drug Substances” and others as applicable. According to line 28 “Introduction” this guidance is also for 

ANDAs. 
V1.C (S.4.4) Delete non clinical studies; i.e. pharmacology (batches) from Batch analyses are only necessary for toxicology batches, not 

the requirement to provide batch analysis results. pharmacology batches. 

1267 vi.c.1 
(S.4.4) 

1414-1417 VIII (S.6) 

Please clarify that the summary of analytical changes should For clarification. 
only be provided for significant changes, i.e. change from 
paddle to basket in running dissolution. 
Delete the requirements to provide the suitability of the The stability data supports the re-test period, therefore the 
container closure system. suitability of the container closure system is therefore 

demonstrated in the application. 

1436 KB (S.7.2) What is the advantage of filing a post approval stability The protocol should be optional. Full ICH stability is 
protocol? generally performed to qualify DS changes. The protocol 

2= Moderate 



osal see comment to lines 488-49 1 

materials or . . . . Validation removal and/or 

derived materials and sourcing of materials from BSE confirmations, certificates from suppliers or certificates from 
an official authority ? Please specify. 

tation are well established in 

use. Experience over decades have not revealed any 
impairment of patient’consumer safety associated with virus 
contamination. Indeed, we are not aware of any reported 
adverse event that could be linked to virus transmission of 
any of the above-mentioned substances. Therefore it is felt an 
unnecessary burden on pharmaceutical manufacturers and 
regulators having to assess virus safety for, e.g., milk-derived 
substances. Most manufacturing processes of DS combine 
manufacturing and purification conditions which kill or at 
least inactivate viruses. E.g. classical fermentation products or 
semi-synthetics derived thereof, normally combine high 
temperature treatments, with organic solvent extractions and 
washings, column steps, crystallizations and filtrations which 
make it very unlikely that viruses will be carried over in an 
activated state. Moreover human-disease causing viruses 
nn-ollrir A-. ..A+ mnlio.,to in h~ctn&l 0.r1hw.m .,nd in oloion;o~l 

normally do not replicate in bacterial cultures used in 
classical fermentation products. This should be considered for 
the final guideline in order to avoid unnecessary burden of the 
vharmaceutical industrv. 



should be strictly separated as it confuses the reader. 

pharmaceutical use”. chemical should be commercially available. However, we 
strongly disagree that it should have a significant non- 
pharmaceutical use. We do not see any value added in this 

erations should be described.... guaranteed by its specifications. 

in the drug substance..... impurities as long as these impurities are qualified in 
accordance to the relevant guidelines. Impurities above 0.1 
percent have to be qualified in any case and therefore such 
requirement seems to be irrelevant. For generic drug 
substances reference should be made to guidance “ANDAs: 
Impurities in Drug Substances” and the respective “Impurities 
decision trees”. For new drug substances reference should be 
made to ICH Q3A (R) ‘Impurities testing: impurities in new 
drug substances” and the respective “decision tree for 
identification and qualification”. 

1792-1797 Attach I: 1.C . . . a starting material should be at or before the point in the This requirement can hardly be fulfilled for purchased starting 1 
manufacturingprocess where TSE agents can be introduced materials (e.g. lactose or tallow derivatives) which becomes a 
in the process.. . . . . . . The wording of the paragraph should be starting material in our process. Of course the requirement 
changed to clarify the meaning of a starting material. applies for enzymes which are introduced during the process 

steps performed in our facility. 

18151818 Attach I: 1.D If advanced techniques....are needed....the chemical is not an If such methodology is used to control the quality of the 2 
appropriate candidate for Designation as starting material. chemical then this chemical can very well be a candidate for 
We disagree with this statement. startinp material 



make sense to request the flow diagram of their synthesis. 
Would the information provided in such a rlow diagram be 
binding for the steps leading up to the starting material 

carryover (1) when the proposed starting material is thefirst 
isolated andpurijZed chemical (counting backwards from the 
drugs substance) consistent with the selection principle 
concerned with the carryover of impurities or (2) based on 
the proximity of the starting materials to the drug 

purified material for drug substance production but leaves the 
supply of the other markets with less pure product to other 
manufacturers?? 


