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General Requirements from China NDA Filing (1)
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General Requirements from China NDA Filing (2)
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General Requirements from China NDA Filing (3)
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General Requirements from China NDA Filing (4)
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Requirements for CSR in China (2005/03)
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Key Messages from the Requirements

« No data package is required

« For the CSR, based on current CSR guideline, even line
listing is not required
— Traceability link will not be available

— CFDA will not be able to replicate sponsor’s analysis
directly

— Sensitivity analysis by CFDA is not a possibility based on
the submitted materials

With this, can we take it easy after the reports are
done?
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Key Messages from Recent Announcements

« Grandfather rule may not always apply

— For example, the Data Management guideline published on
2012/03/12 was the first guideline to mention key concepts
such as user access control and audit trail. However, in the
self-inspection notification, this becomes a mandatory
requirement regardless as long as the trial is on the self-
inspection list.

. Traceability concept is noted (EU# E, JRIGEHE, Gttt DA K
ISEAEiF e A E)
« Certain validity concept about statistical methodology is

mentioned (7 RIEEHIE. HIEREIZL. ™ EA RFALEHIEL)

Will there be further, more stringent inspection guideline in
the future? How should we prepare for potential
change?
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A look at Some Key FDA Data Submission Requirements

« Need individual study CSRs with SAP, TLF as
attachments among other attachments. For Chinese
CSR requirements, only SAR is an required appendix.

« Prefer to have data in standard formats (and soon to
be requirements):
— For CDISC, 2016/12/17 for most NDAs, ANDAs, BLAs.
— For MedDRA, 2016/12/17 for most NDAs, ANDAs, BLAs.
— For WHO Drug, 2018/03/15 for most NDAs, ANDAs, BLAs

- Data packages always need to come with define
package. Full traceability is available

« Analysis data sets need to be one-proc-away from
results. FDA can easily verify the key results or conduct
additional analysis.

« Integrated analysis are usually required.
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Some Issues That We Have Seen in Existing Practice

« Many study protocols have existing statistical issues.

« Lots of analysis are not fully pre-planned. The SAPs are
too simple and lacking the details to guide
implementation.

« Some institutes or CROs do not have a validation
procedure for results.

« For the analysis process, some institutes or CROs do
not have a step for analysis data sets. Lots of data
handling steps are embedded in the programs.

« Programs are often developed without any
specifications.

« Some programs are not archived or kept after
conclusion of a project.
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Points to Consider When Implementing a Company Strategy

« Basic principles need to be maintained: traceability,
statistical principle.

« Quality target should be maintained.
« Record retention policy (paper and electronic).
« Cost of implementation
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Overall Proposal for Implementation (1)

« Need to care about the Data Manage platform
- Statistical

— The statistical principle needs to be clear and correct starting
from the protocol. At least the primary analysis for the
primary endpoint must be in the protocol

— SAP should expand the methodology of the protocol. And
then, provide sufficient details to enable the implementation.

— Important to check for conventional analysis rather establish
new analysis methodology — multivariate analysis usually
should not be the primary analysis.

— Only design meaningful analysis items

— TLF shells should be developed to provide clear indication
about what outputs are expected.
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Overall Proposal for Implementation (2)

« Must have analysis data sets as the intermediate step,
with pre-specified analysis data set specification. The
analysis data sets will make most analysis as specified
in the SAP and TLF shells one-proc-away.

« Suggest to make SDTM optional for now.

« Double programming QC should become a horm for
analysis data sets and key analysis items.

« Statisticians should review TLF outputs thoroughly to
make sure the analysis intentions are met, the analysis
assumptions are valid, the outputs are logically valid,
and need to be able to interpret the results.

« Good archival SOPs — need to prepare to reproduce
the results many years after the study closure.
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Overall Proposal for Implementation (3)

« Clear process with minor increase of cost

« Need to have all the key materials ready, in case higher
submission standards are required in the future

Data standards such as strict SDTM/ADaM
Integrated analysis

Define package

E-submission

etc.
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Further Discussion
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