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to be used in the clinical trial should be provided.

e PR B ET

2 EE

%P EMA 2022 & 22 2 ek Bk s FAp M 4p 5 R2 ¢
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material should be provided.
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The characterisation of the reference material should be
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regarding the manufacturing process used to establish the reference
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The suitability of the analytical methods used should be

demonstrated. A tabulated summary of the results of the validation

should be provided. It is not necessary to provide a full validation

report.
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clinical trials, should be supplied. should be provided.
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The suitability of the analytical methods used should be
demonstrated. A tabulated summary of the results of the validation
should be provided. It is not necessary to provide a full validation
report.
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Batch results in a tabulated form or CoA for representative batches
(same manufacturing site, same manufacturing process, same
composition and comparable batch size, unless otherwise justified,)
to be used in the clinical trial should be provided.

3.2.6 HRILE 5 H R4 5T (Reference
Standards or Materials )

Joiip - .@k’f}'}:i?r%ﬁ\?l B
D o R [ S I 8
TARR ; dotha T Jfﬂ—%r"?' /PR
Fos AT T E (7 9:1%) ¥ 4
R-teFHFE SR ETARE -

3.2.6 HERE M N R T (Reference

AP EE

Standards or Materials )

rEEs

o - B R 1 TR o e
G- BB XS BIEP RR S BRI
AR 5 dofhl iTRE R, perp &
BT 2 E () AR
oot dE B RETARS o

i FER

%P EMA *t 2022 & 2 & 2 Tk Bk TAp ksl R ¢
The characterisation of the reference material should be
performed ...., which should be adequately described. Information
regarding the manufacturing process used to establish the reference
material should be provided.
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4.3.1 Human Pharmacology

4.3.1.2 Pharmacokinetics & 4%

Characterisation of a drug's absorption, distribution, metabolism,

and excretion continues throughout the development programme,

but the preliminary characterisation is an essential early goal.

Pharmacokinetic studies are particularly important to assess the

clearance of the drug and to anticipate possible accumulation of

parent drug or metabolites, interactions with metabolic enzymes

and transporters, and potential drug-drug interactions.
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4.3.3 Special Populations:

4.3.3.1 Investigations in pregnant women:
Investigation of drugs that may be used in pregnancy is important.
Where pregnant women volunteer to be enrolled in a clinical study,
or a participant becomes pregnant while participating in a clinical
study, follow-up evaluation of the pregnancy and its outcome and
the reporting of outcomes are necessary.

4.3.3.2 Investigations in lactating women:

Excretion of the drug or its metabolites into human milk should be
examined where applicable and feasible. When nursing mothers are
enrolled in clinical studies their babies are usually also monitored
for the effects of the drug.
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2. GUIDANCE

2.2 Pediatric Formulations &4k

There is a need for pediatric formulations that permit accurate
dosing and enhance patient compliance. For oral administration,
different types of formulations, flavors and colors may be more
acceptable in one region than another. Several formulations, such
as liquids, suspensions, and chewable tablets, may be needed or
desirable for pediatric patients of different ages. Different drug
concentrations in these various formulations may also be needed.
Consideration should also be given to the development of
alternative delivery systems.

The toxicity of some excipients may vary across pediatric age
groups and between pediatric and adult populations, e.g., benzyl
alcohol is toxic in the preterm newborn. Depending on the active
substance and excipients, appropriate use of the medicinal product
in the newborn may require a new formulation or appropriate
information about dilution of an existing formulation.
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Guidance for Industry

1. Content and format of Investigational
New Drug applications (INDs) for Phase I
studies of drugs, including well-
characterized, therapeutic, biotechnology-
derived products. Nov. 1995.

2. INDs for Phase II and I11 studies of drugs,
including specified therapeutic
biotechnology-derived products, Chemistry,
Manufacturing, and Controls Content and
Format, Feb. 1999

1. Content and format of Investigational
New Drug applications (INDs) for Phase I
studies of drugs, including well-
characterized, therapeutic, biotechnology-
derived products. Nov. 1995.

2. INDs for Phase II and I1I studies of drugs,
including specified therapeutic
biotechnology-derived products, Chemistry,
Manufacturing, and Controls Content and
Format, Feb. 1999
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3. CMC Content and format of INDs for
Phase II and III studies of drugs, including
specified therapeutic biotechnology-derived
produces, Dec. 1997

4. Environmental assessment of human drug
and biologics applications, Jul. 1998.

5. Fast track drug development programs-
designation, development, and applications
review, Nov.

6. Submitting samples and analytical data
for methods validation, Feb. 1987.

7. Submitting supporting documentation in
drug applications for the manufacture of
drug substances, Feb. 1987.

8. Sterilization process validation, Nov.
1994.

9. Bioanalytical methods validation for
human studies, Jan. 1999.

10. Validation of chromatographic methods,
Nov. 1994.

11.  Food-effect Dbioavailability and
bioequivalence studies, Dec. 1997.

12. Guideline for the format and content of
the  human  pharmacokinetics  and
bioavailability section of an application,
Feb. 1987.

13. Conducting a clinical safety review of a
new product application and preparing a
report on the review, Nov. 1996.

14. In vivo drug metabolism/drug
interaction studies, Nov. 1998.

15. Pharmacokinetics in patients with
impaired renal function-study design, data
analysis, and impact on dosing and labeling,
May 1998.

16. Pharmacokinetics in patients with
impaired hepatic function: study design,
data analysis, and impacting on dosing and
labeling, Nov. 1999.

17. General considerations for pediatric
pharmacokinetic studies for drugs and
biological products, Nov. 1998.

18. Guideline for the study of drugs likely to
be used in the elderly, Nov. 1989.

3. CMC Content and format of INDs for
Phase II and III studies of drugs, including
specified therapeutic biotechnology-derived
produces, Dec. 1997

4. Environmental assessment of human drug
and biologics applications, Jul. 1998.

5. Fast track drug development programs-
designation, development, and applications
review, Nov.

76. Submitting supporting documentation in
drug applications for the manufacture of
drug substances, Feb. 1987.

87. Sterilization process validation, Nov.
1994.

138. Conducting a clinical safety review of
a new product application and preparing a
report on the review, Nov. 1996.

9. Bioavailability Studies Submitted in
NDAs or INDs — General Considerations,
April 2022.

10. Clinical Pharmacology Considerations
for Human Radiolabeled Mass Balance
Studies, September 2024.

11. Assessing the Effects of Food on Drugs
in INDs and NDAs — Clinical Pharmacology
Considerations, May 2026.

12. Pharmacokinetics in Patients with
Impaired Renal Function — Study Design,
Data Analysis, and Impact on Dosing,
March 2024.

13. Pharmacokinetics in Patients with
Impaired Hepatic Function: Study Design,
Data Analysis, and Impact on Dosing and
Labeling, May 2003.

1+714. General considerations for pediatric
pharmacokinetic studies for drugs and
biological products, Nov. 1998.

1815. Guideline for the study of drugs likely
to be used in the elderly, Nov. 1989.
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1. Guideline on the requirements to the
chemical and pharmaceutical quality
documentation concerning investigational
medicinal products in clinical trials, Jan.
2022
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1. ICH Q1A Stability testing of new drug
substances and products, Feb. 2003.

2. ICH Q1B Photostability testing of new
substances and products, Nov. 1996.

3. ICH QI1C Stability testing of new dosage
forms, Nov. 1996.

4. ICH Q2 \Validation of analytical
procedures, Nov. 1996.

5. ICH QSA Viral safety evaluation of
biotechnology products derived from cell
lines of human or animal origin, Sep. 1999.
6. ICH Q5B Analysis of the expression
construct in cells used for production of r-
DNA derived proteins products, Nov. 1995.
7. ICH Q5C Stability testing of
biotechnological/biological products, July
1996.

8. ICH Q5D Derivation and characterization
of cell substrates used for production of
biotechnological/biological products, Sep.
1998.

9. ICH Q6A Specification: Test procedures
and acceptance criteria for new drug
substances and new drug products: chemical
substances, Dec. 2000.

10. ICH Q6B Specification: Test procedures
and acceptance criteria for biotechnological/
biological products, Aug. 1999.

11. ICH M3(R2) Guidance on nonclinical
safety studies for the conduct of human
clinical trials and marketing authorization
for pharmaceuticals, Jan. 2010.

12. ICH E6(R1) Good Clinical Practice,
May 1997.

1. ICH QIlA Stability testing of new drug

substances and products, Feb. 2003.

2. ICH Q1B Photostability testing of new

substances and products, Nov. 1996.

3. ICH QI1C Stability testing of new dosage

forms, Nov. 1996.

4. ICH Q2 Validation of analytical
procedures, Nov. 2023.

5. ICH QS5A Viral safety evaluation of

biotechnology products derived from cell

lines of human or animal origin, Sep. 1999.

6. ICH Q5B Analysis of the expression

construct in cells used for production of

r-DNA derived proteins products, Now.

1995.

7. ICH Q5C Stability testing of

biotechnological/biological products, July

1996.

8. ICH Q5D Derivation and characterization

of cell substrates used for production

of biotechnological/biological products,

Sep. 1998.

9. ICH QO6A Specification: Test procedures

and acceptance criteria for new drug

substances and new drug products: chemical

substances, Dec. 2000.

10. ICH Q6B Specification: Test procedures

and acceptance criteria for

biotechnological/ biological products, Aug.

1999.

11. ICH M3(R2) Guidance on nonclinical

safety studies for the conduct of human

clinical trials and marketing authorization

for pharmaceuticals, Jan. 2010.

12. ICH E6(R3) Guideline For Good

Clinical Practice, Jan 2025.
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Method
Sample

13. ICH MI10 Bioanalytical
Validation And _ Study
Analysis, May 2022.

14. ICH S3B Pharmacokinetic: Guidance
for Repeated Dose Tissue Distribution
Studies, Oct. 1994

15. ICH MI12 Drug Interaction Studies,
May 2024.

16. ICH E8(R1) General Considerations
For Clinical Studies, Oct 2021.

17. ICHEI11(R1) Clinical Investigation of
Medicinal Products In The Pediatric
Population, Aug 2017.

18. ICH E11A PEDIATRIC
EXTRAPOLATION, August 2024
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