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Investigator's Brochure

The Investigator's Brochure (IB) is similar to prescribing infor-
mation (or drug label), but for an investigational drug. It sum-
mgnzes all of the known nonclinical and clinical safety and
efficacy information of the drug; the intent is to inform clini-
clans _of the potential toxicity of the drug. A key section of the
IB defines the adverse events that are considered "expected"
for the purposes of expedited safety reporting for the drug
based on observations to date. The IB is updated at least an-
nually for as long as the drug is undergoing clinical trials to
ensure the information is current.

INDS AND CTAS: SIMILARITIES AND DIFFERENCES

Although the purpose of both INDs and CTAs is to enable
studies of investigational drugs in people, the two types of
submissions fulfill different requirements and are thus com-
posed of overlapping yet nonidentical components.

In the United States, the initial IND includes multiple forms
specific to the FDA, all nonclinical study reports (including
validation reports of bioanalytical methods), nonclinical
summaries (key information from the reports summarized
concisely), detailed CMC information, as well as the proto-
col and IB (see Data to Support Initial Clinical Trials section
above and 21 Code of Federal Regulations (CFR) 312.23)."
Once an IND has been cleared by the FDA (see details
below), multiple studies can be conducted under the same
IND, as per the FDA's legal requirements, the CFRs (21 CFR
312.22).'g These studies must use the same investigational
drug and be used in patients with the same disease (i.e., the
same indication), but after the initial clearance, subsequent

protocols can be initiated immediately after submission to
the IND without a waiting period (subject to approval by an
IRB) and assuming appropriate supporting documents are
available, such as nonclinical reports (21 CFR 312.30)."
The majority of the IND, including the nonclinical and clinical
summaries, is only submitted once as part of the intial IND.
Subsequent new protocols submitted to the IND are consid-
ered IND amendments. Amendments are made to the IND
throughout its lifecycle and also encompass submissions

to update the drug product information and new nonclinical
and clinical reports (see IND Maintenance section below).

Some research studies may not require the filing of an IND

(see Figure 1).”° For studies that require an IND, there are
two IND categories: commercial and research INDs, differ-
entiated by the entity that submits the IND and the purpose

of the clinical research (see Figure 1). Commercial INDs are
usually submitted by biopharmaceutical drug companies
with the intent of eventually submitting a marketing applica-
tion to sell the drug commercially. Research INDs are sub-
mitted by investigators to test a new dose or indication of an
existing drug, but the data to be generated from the study

are not intended to be used for a subsequent application for
market approval. i

For drugs that are in very early development, an abbre-

viated IND, called an exploratory IND, may be submitted to
allow drug sponsors to evaluate up to five chemical entities
formulations simultaneously, supported by limited none
data (see Figure 1).°" Exploratory INDs provide :
to study pharmacokinetic and target inter:
development. When a lead candidate drug
the exploratory IND Is closed, and a traditic

Has the drug (a
compound intended
to diagnose, cure,
mitigate, treat, or
prevent a disease)
been tested under
an IND in humans in
the US before?

Is the purpose of
the research to
| supporta  h
marketing
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Is this a new
indication to be
marketed for the




In the European Umion, each interventional chrvwcal study
requires a new CTA™ Because of the different purposes of
these submissions. the documentation required for a CTA 18 not
agentical to that for an IND_ For a CTA. the four man documents
are the protocol, nformed consent form, 1B, and Investigational
Medcnal Product Dossier (IMPD), which containa CMC data
Agamonal mformation such as European Union-specific forms
Questionnares. or patent dianes to be used in the trial, and
NSurance certificates, must also be included

LIFECYCLE OF AN IND AND CTA

IND initial clearance

INDs are not “approved”: they are “cleared.” The FDA reviews
nibal INDs in 30 days (21 CFR 312.20)."" An IND can be
opened with a study of any phase (.e., phase |, I, or lll. 21
CFR 212.21) 7 Questions from the FDA that arise durng the
review of the IND are communicated to the Sponsor, usually
aunng the last 2 weeks of the 30-day review. A teleconfer-
oence may be needed to clarity these issues. The Sponsor
then aadresses the FDA's concerns by providing additional
wlormation and/or revising the IND documaents as needed. If
the FDAs concerns are adequately addressed such that they
conmder the study safe 1o proceed, the IND is cleared after
40 gays. If, however, the FDA's concerns remain, they may
place the IND on full or partial clinical hold (21 CFR 312.42).""
A full hold means that no clinical study can be initiated under
e IND until the FDA's 1ssues are satisfactorly addressed. A
partal hold means the clinical study and any other studies
submitted under the IND may proceed with certain constraints
(©.g. the mvestigational drug may not be administered above
a certan dose). The Sponsor must then provide a complete
response 1o the clinical hold, which also has a 30-day review
penod The FDA may Iift the hold if the response addresses
the entfied 1ssues and clears the IND, thereby allowing
studhes under the IND to proceed, or the FDA may maintain
the chrucal hold Because future protocols submitted under
an IND are allowed to proceed without the review, the FDA
may be cautious when cleanng the initial IND. However, the
FDA may place an IND on clinical hold if any concerns arise at
any time dunng the lifecycle of the IND; this prerogative s not
restncled 1o the frst 30 days of the IND submission.

CTA initial approval

Revew. approval, and maintenance of CTAs in the European
Umon are currently ruled by Directive 2001/20/EC, a non-
pnaing set of rules for the European Union Member States
(M5 countrnes that are part of the European Union) to in-
terpret ang implement with a relative degree of freedom. In
repiacng tus Directive with Clinical Trial Regulation (CTR)
5362014 which wil go nto effect in 2020, the European
Commgson ams 10 enhance the Wd”ﬂ'ﬂ
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and monitoring of safety data, (EudraVigilance is the EMA's
ayatem for monitoring the safety of medicines by facilitating
alectronic reporting of suspected adverse reactions and en-
abling the early detection of potential safety issues.)

Current directive 2001/20/EC. The Directive 1s applicable
to all MS. where national laws apply as well. This leads to
varnance in interpretation and local practice (e.g.. between
individual MS HAs and ECs). nuances of format and content,
review timelines, and more

The introduction of the Voluntary Harmonisation Procedure
(VHP) in 2009 was the first attempt of better alignment be-
tween MS. The VHP enables a Sponsor to submit a CTA
to multiple MS in parallel and perform a single combined
scientific review. Although single-country national CTAs are
still an available option, here, we will focus on VMHP as a pre-
cursor to the upcoming CTR 536/2014

The VHP procedure extends through three phases:

1. Request for VHP applicaton and validation

2. Assessment by selected MS

3. Formal submission of the VHP-approved CTA to the
local HAs

The average timelines for a national CTA i1s 60 days plus
any additional ime the Sponsor requires o respond o any
questions from the HA, whereas the average time for CTAs
via VHP from start to finish was 52.5 days. ncmarq‘mn
the Sponsor to respond to questions (see Figure

New CTR 536/2014. There are multiple nnovations
and efficiencies with the new CTR Besides
submissions through one gateway and using a single set of
documents, the CTR permits concurrent m W-
involvement of the ECs, which will still be g "ed Dy |

rules but will need to adhere to the new wm )

This will lead to more reliable and p - v
approval imelines for the European Unio

CTR CTAs will be submitted based
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Figure 2 Standard Voluntary Harmonisation Procedure timelines. Average timelines for national clinical trial application (CTA)
evaluation: 60 days + clock stop for questions. Average timeline for Voluntary Harmonisation Procedure (VHP): 52.5 days, including

time for questions. Information summarized from refs. 23 and 24.

Table 2 Modules for the New Clinical Trial Regulation CTAs

Part 2: - Country and site-
Part 1: Study-specific specific

Assessed by all participating A d by each ber state

member states separately

Application form ICF

Protocol Recruitment arrangements

B Rules of hability

IMPD Surtability of investigators and tnal

sies

IMP manutacturing. labeling. and
import

Financial compensation

Any HA advice received
PIP

Data protection requirements

CTA. chinical tnal apphication, HA, health authonty, IB. Investigator's
Brochure ICF. informed consent form; IMP. investigational medicinal prod-
uct IMPD, Investigational Medicinal Product Dossier. PIP. pediatric investi-
gational plan

in the application (21 CFR 312.30).'" Examples of protocol
amendments include:

« New protocol: As discussed above, an IND may contain
multiple studies of the same investigational drug in the
same patient population or indication. A protocol for a new
clinical tnal may be submitted to an IND that has cleared

(i.e., an open IND). New studies may begin soon after the

protocol has been submitted to the FDA and has been
proved by the IRB. The IND submission should includ
copy of the new protocol and a brief description of
clinically significant differences from previou:
« Change in existing protocol: Sponsors must
protocol amendment to describe

m
nf

* New investigator: The FDA should be notified within
30 days of the addition of a new investigator to conduct a
study previously submitted to the IND (21 CFR 312.23).
The submission should include the investigator's name,
qualifications, reference to the previously submitted pro- ‘
tocol, and other additional information. ‘

Information amendments are any amendments to infor-
mation essential to the investigational drug and can be cate-
gorized as relating to chemistry/microbiology, pharmacology/
toxicology, clinical, statistics, or clinical pharmacology (21
CFR 312.31)." These are submitted to the FDA as necessary
but generally no more frequently than every 30
submission should include a statement of the nature z
pose of the amendment.

Safety reporting. Sponsors must
participatinginvestigators of poter

with the use of the investigational
review of all relevant safety inf
These include serious

reactions, findings from
or in vitro testing, or |




Box 4 Annual report requirements

ing or completed) of e
Indveaual study mtarmation: A briel summary of aach study under the investigational new drug (IND), the status (ongoing pleted)
study summary o subject entoliment o date. and overview ol available resulls B
dverse avents a4
Summary mtormation: Summary of elinical and nonelinical investigations, including the most frequent and "|'1'm::'undnullndlnq'ol‘lm ’
feports submitled in the past year, any deaths, subject discontinuations due (o safety, information p.r'lmo:' n?.nul;cwnnq ol o
achons (0.g.. dose response, bioavailability, etc.), list of nonclinical studies and findings, and any significa W‘:

changes

. Including rationale fo!

General investigational plan; Brief description of the overall plan for investigating the drug product for th'o !otl’low::o‘v:;: "' C"::."g' s
study(ies). indication(s), general approach, kinds of clinical trials to be conducted, estimated number of subjects, y

severily or serousness anticipated on the basis of loxicological dala

Investigator s Brochure updates

Significant phase | protocol modifications nol reported to the IND in a protocol amendment,

Brief summary ol significant foreign marketing developmaents,
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Ol
If desired, a log of any outstanding business with response (o the IND for which the Sponsor requests or expects a reply. comment, or mee

(including a summary of any issues beyond routine safety
reporting), see Box 4. Annual Report Requirements. The
Sponsor may report this information as outlined in the
nset or use the Development Safety Update Report
format as outlined in ICH E2F" with prior approval from
the FDA.,

IND withdrawal and inactivation. A Sponsor can
withdraw an effective IND at any time without prejudice
(21 CFR312.38)."" The appropriate HAs should be notified,
all investigations ended, all investigators notified, and all
investigational drugs returned to the Sponsor or disposed
of appropriately. If an IND is withdrawn for safety
reasons, the Sponsor should inform the appropriate
HAs, all investigators, and IRBs of the reason(s) for the
withdrawal.

An IND can be placed on inactive status by the FDA or
upon request by the Sponsor if no subjects are entered into
clinical studies for 2 years or more, or if all investigations
under an IND remain on clinical hold for 1 year or

more (21 CFR 312.45)."" As with an IND withdrawal, all
investigators should be notified and all drugs should be
returned to the Sponsor or disposed of appropriately. An
IND Annual Report s not required to be submitted to an
IND on inactive status. The IND may be reactivated by
submitting an amendment containing the proposed general
nvestigational plan for the coming year and appropriate
protocol(s). If an IND Is on inactive status for 5 years or
more, it can be terminated by the FDA,

CTA maintenance

Many of the same aspects of IND maint
ble to CTAs as well.

o Annual reports: Annual reporting to the EMA
in Development Safety Update Report format.

In addition, changes to the CMC information
ted to the relevant HAs as an amendment tolhe‘

CTA end-of-study notification. After the offici:
clinical study, as defined in the protocol, t:
visit by the last subject enrolled in the study,
required to notify the relevant HAs and ECs
trial has concluded.

INDS VS. CTAS: SUMMARY

Above, we have outlined the process
for initiating clinical trials with an iny

the United States and the European Ur
INDs and CTAs require the same basic.
initiation of clinical trials in human:
quired for HA review and the pro
and approval differs considerably |
contain fewer documents than IN
ration time. INDs have well-de
(30 days); in contrast, the;
in the approval |
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CTA, the data required to support the initiation of a clinical
trial of a new drug in humans are justifiably substantial, and
significant time and resources are required to enable a suc-
cessful submission and approval.
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