
Wednesday 
November 9} 1994

Part VI

Department of 
Health and Human 
Services
Food and Drug Administration

International Conference on 
Harmonisation; Dose-Response 
Information to Support Drug Registration; 
Guideline; Availability; Notice

MPI EXHIBIT 1049 PAGE 1
Apotex v. Novo - IPR2024-00631 
Petitioner Apotex Exhibit 1049-0001

Wednesday 
November 9, 1994 

Part VI 

Department of 
Health and Human 
Services 
Food and Drug Administration 

International Conference on 
Harmonisation; Dose.Response 
Information to Support Drug Registration; 
Guideline; Availability; Notice 



Federal Register /  Vol. 59, No. 216 / Wednesday, November 9, 1994 / Notices5 5 9 7 2

DEPARTMENT OF HEALTH AND 
HUMAN SERVICES

Food and Drug Administration
[Docket No. 93D-Q194]

International Conference on 
Harmonisation; Dose-Response 
Information to Support Drug 
Registration; Guideline; Availability

AGENCY: Food and Drug Administration, 
HHS.
ACTION: Notice.

SUMMARY: The Food and Drug 
Administration (FDA) is publishing a 
final guideline entitled “Dose-Response 
Information To Support Drug 
Registration.” The guideline is 
applicable to both drugs and biological 
products. This guideline was prepared 
by the Efficacy Expert Working Group of 
the International Conference on 
Harmonisation of Technical 
Requirements for Registration of 
Pharmaceuticals for Human Use (ICH). 
The guideline describes why dose- 
response information is useful and how 
it should be obtained in the course of 
drug development. This information can 
help identify an appropriate starting 
dose as well as how to adjust dosage to 
the needs of a particular patient. It can 
also identify the maximum dosage 
beyond which any added benefits to the 
patient would be unlikely or would 
produce unacceptable side effects. This 
guideline is intended to help ensure that 
dose response information to support 
drug registration is generated according 
to sound scientific principles.
EFFECTIVE DATE: November 9 ,1994 . 
ADDRESSES: Submit written comments 
on the guideline to the Dockets 
Management Branch (HFA-305), Food 
and Drug Administration, 12420 
Parklawn Dr., rm. 1-23, Rockville, MD 
20857. Copies of the guideline are 
available from the CDER Executive 
Secretariat Staff (HFD-8), Center for 
Drug Evaluation and Research, Food 
and Drug Administration, 7500 Standish 
PL, Rockville, MD 20855.
FOR FURTHER INFORMATION CONTACT: 

Regarding the guideline: Robert 
Temple, Center for Drug Evaluation 
and Research (HFD-100), Food and 
Drug Administration, 5600 Fishers 
Lane, Rockville, MD 20857, 301 -  
443-4330.

Regarding ICH: Janet Showalter,
Office of Health Affairs (HFY-1), 
Food and Drug Administration,
5600 Fishers Lane, Rockville, MD 
20857,301-443-1382 . 

SUPPLEMENTARY INFORMATION: In recent 
years, many important initiatives have

been undertaken by regulatory 
authorities and industry associations to 
promote international harmonization of 
regulatory requirements. FDA has 
participated in many meetings designed 
to enhance harmonization and is 
committed to seeking scientifically 
based harmonized technical procedures 
for pharmaceutical development. One of 
the goals of harmonization is to identify 
and then reduce differences in technical 
requirements for drug development.

ICH was organized to provide an 
opportunity for harmonization 
initiatives to be developed with input 
from both regulatory and industry 
representatives. FDA also seeks input 
from consumer representatives and 
others. ICH is concerned with 
harmonization of technical 
requirements for the registration of 
pharmaceutical products among three 
regions: The European Union, Japan, 
and the United States. The six ICH 
sponsors are the European Commission, 
the European Federation of 
Pharmaceutical Industry Associations, 
the Japanese Ministry of Health and 
Welfare, the Japanese Pharmaceutical 
Manufacturers Association, FDA, and 
the U.S. Pharmaceutical Research and 
Manufacturers of America. The ICH 
Secretariat, which coordinates the 
preparation of documentation, is 
provided by the International 
Federation of Pharmaceutical 
Manufacturers Associations (IFPMA).

The ICH Steering Committee includes 
representatives from each of the ICH 
sponsors and IFPMA, as well as 
observers from the World Health 
Organization, the Canadian Health 
Protection Branch, and the European 
Free Trade Area.

At a meeting held on March 8, 9, and 
10,1993 , the ICH Steering Committee 
agreed that the draft tripartite guideline 
entitled “Dose-Response Information To 
Support Drug Registration” should be 
made available for comment. (The 
document is the product of the Efficacy 
Export Working Group of ICH.) 
Subsequently, the draft guideline was 
made available for comment by the 
European Union and Japan, as well as 
by FDA (see 58 FR 37402, July 9,1993), 
in accordance with their consultation 
procedures. The comments were 
analyzed and the guideline was revised 
as necessary. At a meeting held on 
March 10,1994, the ICH Steering 
Committee agreed that this final 
guideline should be published.

With this notice, FDA is publishing a 
final guideline entitled “Dose-Response 
Information To Support Drug 
Registration.” It is applicable to both 
drugs and biological products. This 
guideline has been endorsed by all ICH

sponsors. The guideline describes the 
value and uses of dose-response 
information and the kinds of studies 
that can obtain such information, and 
gives specific guidance to manufacturers 
on the kinds of information they should 
obtain.

In the past, guidelines have generally 
been issued under § 10.90(b) (21 CFR 
10.90(b)), which provides for the use of 
guidelines to state procedures or 
standards of general applicability that 
are not legal requirements but that are 
acceptable to FDA. The agency is now 
in the process of revising § 10.90(b). 
Therefore, the guideline is not being 
issued under the authority of current 
§ 10.90(b), and it does not create or
confer any rights, privileges, or benefits 
for or on any person, nor does it operate 
to bind FDA in any way.

As with all of FDA’s guidelines, the 
public is encouraged to submit written 
comments with new data or other new 
information pertinent to this guideline. 
The comments in the docket will be 
periodically reviewed, and where 
appropriate, the guideline will be 
amended. The public will be notified of 
any such amendments through a notice 
in the Federal Register'.

Interested persons may, at any time, 
submit written comments on the 
guideline to the Dockets Management 
Branch (address above). Two copies of 
any comments are to be submitted, 
except the individuals may submit one 
copy. Comments are to be identified 
with the docket number found in 
brackets in the heading of this 
document. The guideline and received 
comments may be seen in the office 
above between 9 a.m. and 4 p.m., 
Monday through Friday.

The text of the final guideline follows:
Dose-Response Information to Support Drug 
Registration

I. Introduction

Purpose o f Dose-Response Information
Knowledge of the relationships among 

dose, drug concentration in blood, and 
clinical response (effectiveness and 
undesirable effects) is important for the safe 
and effective use of drugs in individual 
patients. This information can help identify 
an appropriate starting dose, the best way to 
adjust dosage to the needs of a particular 
patient, and a dose beyond which increases 
would be unlikely to provide added benefit 
or would produce unacceptable side effects. 
Dose-concentration, concentration- and/or 
dose-response information is used to prepare 
dosage and administration instructions in 
product labeling. In addition, knowledge of 
dose-response may provide an economical 
approach to global drug development, by . 
enabling multiple regulatory agencies to 
make approval decisions from a common 
database.

MPI EXHIBIT 1049 PAGE 2
Apotex v. Novo - IPR2024-00631 
Petitioner Apotex Exhibit 1049-0002

::-,5972 Federal Register / Vol. 59, No, 216 / Wednesday, November 9, 1994 / Notices 

DEPARTMENT OF HEAL TH AND 
HUMAN SERVICES 

Food a nd Drug AdmlrHstratlon 

(Docket No. 930--0194} 

lntematlonal Conference on 
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AGENCY~ Food and Drug Administration, 
HHS. 
ACTION: Notice. 

SUMMARY; The Food and Drug 
Administration (FDA) is publishing a 
final guideline entitled "Dose-Response 
Information To Support Drug 
Registration," The guideline is 
applicable to both drugs and biological 
products. This guideline was prepared 
by the Efficacy Expert Working Group of 
the International Conference on 
Harmonisation of Technical 
Requirements for Registration of 
Pharmaceuticals for Human Use (ICH). 
The guideline describes why dose-­
response information is useful and how 
it should be obtained in the course of 
drug development. This information can 
help identify an appropriate starting 
dose as well as how to adjust dosage lo 
the needs of a particular patient It can 
also identify the maximum dosage 
beyond which any added benefits to the 
patient would be unlikely or would 
produce unacceptable side effects. This 
guideline is intended lo help ensure that 
dose response information lo support 
drug registration is generated according 
to sound scientific principles. 
EFFECTIVE DATE: November 9, 1994. 
ADDRESSES: Submit written comments 
on the guideline to the Dockets 
Management Branch (HFA-3051. Food 
and Drug Administration, 12420 
Parklawn Dr,. nn. 1-23, Rockville. MD 
2085 7. Copies of the guideline are 
available from the CDER Executive 
Secretariat Staff (HFD--8), Center for 
Drug Evaluation and Research, Food 
and Drug Administration, 7500 Standish 
Pl., Rockville. MD 20855. 
FOR FURTHER INFORMATION CONTACT; 

Regarding the guideline: Robert 
Temple, Center for Drug Evaluation 
and Research (HFD-100), Food and 
Drug Administration, 5600 Fishers 
Laue, Rockville, MD 20857, 301-
443-4330. 

Regarding ICH. Janel Showalter, 
Office of Health Affairs (HFY-1), 
Food and Drug Administration, 
5600 Fishers Lane, Roclcville, MD 
20857,301-443-1382. 

SUPPLEMENTARY INFORMATION: In recent 
years, many important ittitiatives have 

been undertaken by regulatory 
authorities and industry associations to 
promote international harmonization of 
regulatory requirements. FDA has 
participated in many meetings designed 
to enhance harmonization and is 
committed to seeking scientifically 
based harmonized technical procedures 
for pharmaceutical development. One of 
the goals ofhannonization is to identify 
and then reduce differences in technical 
requirements for drug development. 

fCH was organized to provide an 
opportwiity for harmottization 
initiatives to be developed with input 
from both regulatory and industry 
representatives. FDA also seeks input 
from consumer representatives and 
others. ICH is concerned with 
harmonization of technical 
requirements for the registration of 
pharmaceutical products among three 
regions: The European. Uttion, Japan. 
and the United States. The six !CH 
sponsors are the European Commission, 
the European Federation of 
Pharmaceutical Industry Associations. 
the Japanese Ministry of Health and 
Welfare, the Japanese Pharmaceutical 
Manufacturers Association, FDA, and 
the U.S. Pharmaceutical Research and 
Manufacturers of America, The ICH 
Secretariat, which coordinates the 
preparation of documentation, is 
provided by the International 
Federation of Phannaceutical 
Manufacturers Associations (IFPMA). 

The ICH Steering Committee includes 
representatives from each of the ICH 
sponsors and IFPMA, as well as 
observers from the World Health 
Organization, the Canadian Health 
Protection Branch, and the European 
Free Trade Area. 

At a meeting held on March 8, 9, and 
10. 1993, the ICH Steering Committee 
agreed that the draft tripartite guideline 
entitled "Dose-Response Information To 
Support Drug Registration'' should be 
made available for comment. (The 
document is the product of the Efficacy 
Export Working Group of ICH.) 
Subsequently. the draft guideline was 
made available for comment by the 
European Union and Japan, as· well as 
by FDA (see 58 FR 37402, July 9, 1993). 
m accordance with their consultation 
procedures, The comments were 
analyzed and the guideline was revised 
as necessary. At a meeting held on 
March 10, 1994, the ICH Steering 
Committee agreed that this final 
guideline should be published. 

With this notice, FDA is publishing a 
final guideline entitled "Dose-Response 
Information To Support Drug 
Registration:· It is applicable lo both 
drugs and biological products. This 
guideline has been endorsed by all !CH 

sponsors. The guideline describes the 
value and uses of dose-response 
information and the kinds of studies 
that can obtain such information, and 
gives specific guidance to manufacturers 
on the kinds of information they shouJd 
obtain. 

In the past, guidelines have generally 
been issued under§ 10.90(b) (21 CFR 
10.90(b)). wh ich provides for the use of 
guidelines to state procedures or 
standards of general applicability that 
a.re not legal requirements but that are 
acceptable to FDA. The agency is now 
in the process of revising§ 10.90(b). 
Therefore, the guideline is not being 
issued under the authority of current 
§ 10.90(b), and it does not create or 
confer any rights, privileges, or benefits 
for or on any person, nor does il operate 
to bind FDA in any wa), 

As with all of FDA ·s guidelines. the 
public is encouxaged to submit written 
comments with new data or other new 
information pertinent to this guideline 
The comments in the docket will be 
periodically reviewed, and where 
appropriate. the guideline will be 
amended . The public will be notified of 
any such amendments through a notice 
in the Federal Register. 

Interested persons may. at any time, 
submit written comments on the 
guideline to the Dockets Management 
Branch (address above). Two copies oJ 
any comments are to be submitted, 
except the individuals may submit one 
copy. Comments are to be identified 
\-vi.th the docket number found in 
brackets in the heading of this 
document. The guideline and received 
comments may be seen in the office 
above between 9 a.m. and 4 p.m .. 
Monday through Friday. 

The text of the final guideline follows: 

DOfie-Response lnfonnation lo Suppon Drug 
Registration 

I. lntroduction 

Purpose of Dose-Response Information 

Knowledge oftl1e relationships among 
dose, drug concentration in blood, and 
clinical response (effectiveness and 
unde~lrable effects) is important for the sate 
and effective use of drugs in individual 
patients. This Information can help identify 
an appropriate starting dose, the best way 10 
adjust dosage to the needs of a particular 
patient. and a dose beyond which increases 
would be unlikely to provide added benefit 
or would produce unacceptable side effects. 
Dose-concentration, concentration- end/or 
dose-response information is used lo preparn 
dosage and administration instructions in 
product lab&ling. rn addition, lnowledge of 
dose-response may provide an economical 
~pproach to global drug development, by 
enabUng multiple regulatory agencies to 
make approval decisions from a common 
database. 

I I 
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Historically, drugs have often been initially- 
marketed at what were later recognized as 
excessive doses (i.e., dosés well onto the 
plateau of the dose-response curve for the 
desired effect), sometimes with adverse 
consequences (e.g., hypokalemia and other 
metabolic disturbances with thiazide-type 
diuretics in hypertension). This situation has 
been improved by attempts to find the 
smallest dose with a discernible useful effect 
or a maximum dose beyond which no further 
beneficial effect is seen, but practical study 
designs do not exist to allow for precise 
determination of these doses. Further, 
expanding knowledge indicates that the 
concepts of minimum effective dose and 
maximum useful dose do not adequately 
account for individual differences and do not 
allow a comparison, at various doses, of both 
beneficial and undesirable effects. Any given 
dose provides a mixture of desirable and 
undesirable effects, with no single dose, 
necessarily optimal for all patients.

Use o f Dose-Response Information in 
Choosing Doses

What is most helpful in choosing the 
starting dose of a drug is knowing the shape 
and location of the population (group) 
average dose-response curve for both 
desirable and undesirable effects. Selection 
of dose is best based on that information, 
together with a judgment about the relative 
importance of desirable and undesirable 
effects. For example, a relatively high starting 
dose (on or near the plateau of the 
effectiveness dose-response curve) might be 
recommended for a drug with a large 
demonstrated separation between its useful 
and undesirable dose ranges or where a 
rapidly evolving disease process demands 
rapid effective intervention. A high starting 
dose, however, might be a poor choice for a 
drug with a small demonstrated separation 
between its useful and undesirable dose 
ranges. In these cases, the recommended 
starting dose might best be a low dose 
exhibiting a clinically important effect in 
even a fraction of the patient population, 
with the intent to titrate the dose upwards as 
long as the drug is well tolerated. Choice of 
a starting dose might also be affected by 
potential intersubject variability in 
pharmacodynamic response to a given blood 
concentration level, or by anticipated 
intersubject pharmacokinetic differences, 
such as could arise from nonlinear kinetics, 
metabolic polymorphism, or a high potential 
for pharmacokinetic drug-drug interactions.
In these cases, a lower starting dose would 
protect patieûts who obtain higher blood 
concentrations. It is entirely possible that 
different physicians and even different 
regulatory authorities, looking at the same 
data, would make different choices as to the 
appropriate starting doses, dose-titration 
steps, and maximum recommended dose, 
based on different perceptions of risk/benefit 
relationships. Valid dose response data allow 
the use of such judgment.

In adjusting the dose in an individual 
patient after observing the response to an 
initial dose, what would be most helpful is 
knowledge of the shape of individual dose- 
response curves, which is usually not the 
same as the population (group) average dose-.

response curve. Study designs that allow 
estimation of individual dose-response 
curves could therefore be useful in guiding 
titration, although experience with such 
designs and their analysis is very limited.

In utilizing dose-response information, it is 
important to identify, to the extent possible, 
factors that lead to differences in 
pharmacokinetics of drugs among 
individuals, including demographic factors 
(e.g., age, gender, race), other diseases (e.g., 
renal or hepatic failure), diet, concurrent 
therapies, or individual characteristics (e.g., 
weight, body habitus, other drugs, metabolic 
differences).

Uses o f Concentration-Response Data
Where a drug can be safely and effectively 

given only with blood concentration 
monitoring, the value of concentration- 
response information is obvious. In other 
cases, an established concentration-response 
relationship is often not needed, but may be 
useful: (1) For ascertaining the magnitude of 
the clinical consequences of pharmacokinetic 
differences, such as those due to drug-disease 
(e.g, renal failure) or drug-drug interactions; 
pr (2) for assessing the effects of the altered 
pharmacokinetics of new dosage forms (e.g., 
controlled release formulation) or new 
dosage regimens without need for additional 
clinical trial data, where such assessment is 
permitted by regional regulations.
Prospective randomized concentration- 
response studies are obviously critical to 
defining concentration monitoring 
therapeutic “windows,” but are also useful 
when pharmacokinetic variability among 
patients is great; in that case, a concentration- 
response relationship may in principle be 
discerned in a prospective study with a 
smaller number of subjects than could the 
dose-response relationship in a standard 
dose-response study. Note that collection of 
concentration-response information does not 
imply that therapeutic blood level 
monitoring will be needed to administer the 
drug properly. Concentration-response 
relationships can be translated into dose- 
response information. Concentration- 
response information can also allow selection 
of doses (based on the range of 
concentrations they will achieve) most likely 
to lead to a satisfactory response. 
Alternatively, if the relationships between 
concentration and observed effects (e.g., an 
undesirable or desirable pharmacologic 
effect) are defined, the drug can be titrated 
according to patient response without the 
need for further blood level monitoring.

Problems With Titra tion Designs
A study design widely used to demonstrate 

effectiveness utilizes dose titration to some 
effectiveness or safety endpoint. Such 
titration designs, without careful analysis, are 
usually not informative about dose-response 
relationships. In many studies, there is a 
tendency to spontaneous improvement over 
time that is not easily distinguishable from 
an increased response to higher doses or 
cumulative drug exposure. This leads to a 
tendency to choose, as a recommended dose, 
the highest dose used in such studies that 
was reasonably well tolerated. Historically, 
this approach has often led to a dose that was

well in excess of what was really necessary, 
resulting in increased undesirable effects, 
e.g., to high-dose diuretics used for 
hypertension. In some cases, notably where 
an early answer is essential, the titration-to- 
highest-tolerable-dose approach is 
acceptable, because it often requires a 
minimum number of patients. For example, 
the first marketing of zidovudine (AZT) for 
treatment of people with acquired immune 
deficiency syndrome (AIDS) was based on 
studies at a high dose; later studies showed 
that lower doses were as effective and far 
better tolerated. The urgent need for the first 
effective anti-HIV (human immunodeficiency 
virus) treatment made the absence of dose- 
response information at the time of approval 
reasonable (with the condition that more data 
were to be obtained after marketing), but in 
less urgent cases this approach is 
discouraged.

Interactions Between Dose-Response and 
Tim e

The choice of the size of an individual 
dose is often intertwined with the frequency 
of dosing. In general, when the dose interval 
is long compared to the half-life of the drug, 
attention should be directed to the 
pharmacodynamic basis for the chosen 
dosing interval. For example, there might be 
a comparison of the long dose interval 
regimen with the same dose in a more 
divided regimen, looking, where this is 
feasible, for persistence of desired effect 
throughout the dose interval and for adverse 
effects associated with blood level peaks. 
Within a single dose interval, the dose- 
response relationships at peak and trough 
blood levels may differ and the relationship 
could depend on the dose interval chosen.

Dose-response studies should take time' 
into account in a variety of other ways. The 
study period at a given dose should be long 
enough for the full effect to be realized, 
whether delay is the result of 
pharmapokinetic or pharmacodynamic 
factors. The dose-response may also be 
different for morning versus evening dosing. 
Similarly, the dose-response relationship 
during early dosing may not be the same as 
in the subsequent maintenance dosing 
period. Responses could also be related to 
cumulative dose, rather than daily dose, to 
duration of exposure (e.g., tachyphylaxis, 
tolerance, or hysteresis) or to the 
relationships of dosing to meals.

II. Obtaining Dose-Response Information

Dose-Response Assessm ent Should Be an 
Integral Part o f Drug Development

Assessment of dose-response should be an 
integral component of drug development 
with studies designed to assess dose- 
response an inherent part of establishing the 
safety and effectiveness of the drug. If , 
development of dose-response information is 
built into the development process it can 
usually be accomplished with no loss of time 
and minimal extra effort compared to 
development plans that ignore dose- 
response.

Studies in Life-Threatening Diseases
In particular therapeutic areas, different 

therapeutic and investigational behaviors
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Historically, drugs have often been initially­
marketed at whet were later recognized as 
wccessive doses (i.e., doses well onto the 
plateau of the dose-response curve for the 
desired effect), sometimes with adverse 
consequences (e.g., hypokalemia and other 
metabolic disturbances with thla.:lde-type 
diuretics in hypertension). This situation has 
been improved by attempts to find the 
smallest dose with a discernible useful effect 
or a maximum dose beyond which no further 
beneficial effoet is seen, but practical study 
designs do not exist to allow for precise 
determination of these doSfls. Further, 
expanding knowledge indicates that the 
c,;oncepts of minimum effective dose and 
maximum useful do!lfl do not adequately 
account for Individual differences and do not 
allow a comparison, at various doses. of both 
beneficial and undesirable effects. Any given 
do.se provides a mixture of desirable and 
undesirable effects, with no single dose. 
necessarily optimal fur all pa lien ts. 

Use of Dose-Response Information iII 
Choosing Doses 

What is most helpful in choosing the 
starting dose of a drug Is knowing the shape 
and location of the population (group) 
avernge dose-response curve for both 
desirable and undesirable effects. Selection 
of dose is best based on I.hat information, 
together with a judgment about the relative 
importance of desirable and undesimble 
effects. For example. a relatively h.igh starhng 
dose {on or near the plateau of the 
effectiveness dose-response curve) might bo 
recommet1ded for a drug with a large 
demonstrated separation between its useful 
and undesirable dose ranges or where a 
rapidly evolving disease process demands 
rapid tiffective intervention. A high starting 
dose, however, might be a poor choice for a 
drug with a small demonstrated separation 
between its useful and undesirable dose 
ranges. hi these cases, the recommended 
starting dose might best be a low dose 
exhibiting a clinically important effect In 
even a fraction of the patient population. 
with the Intent to titrate lhe dose upwards as 
long as the drug is well tolerated. Choice of 
a starting dose might also be affected by 
potential lntersubje<:t v&Iiabillty in 
phannacodynamic response to a given blood 
concentration level. or by anticipated 
mtersubjeel pharmacoldm1tic differenr-es, 
sucb as could arise from nonlinear kinetics. 
metabolic polymorphism, or a high potential 
for pharmacokinetic drug-drug interactions. 
In these cases, a lower starting dose would 
protect patients who obtain higher blood 
concentrations. It is entirely possible that 
Jifferenl physicians and even different 
regulatory authoritill!I, looking at the same 
data. would make different choices as 10 the 
appropriate starting doses, dose-titration 
steps, and maximum recoromsnded dose, 
based on different perC8ptions of risk/benefit 
relationships. Valid dose response data allow 
the use of such judgment, 

In adjusting the dose in an individual 
patient after observing the response to au 
lli1lial dose, what would be most helpful ls 
knowledge of the shape or individual dose­
response curves, which is usually 001 the 
same es the population (group) average dose-

response c;urve. Study designs that allow 
estimation of individual dose-response 
Cttl'Vfls could therefore be useful in guiding 
titration, although experlenc;e with such 
designs and their analysis is \'8I)' limited. 

In utilizing dose-response infonnation, lt is 
important to identify, to the extent possible, 
factors that lead to di.fferences In 
pharmacokineti,.;s or drugs among 
individuals, including demographic factors 
(e.g., age, gender, race), other diseases (e.g .. 
renal or hepatic failure), diet. concurrent 
therapies, or individual characteristics (e.g., 
weight, body habitus, other drugs. metabolic 
difforences) 

Uses of Concentrotion-Respo11Se Dula 

Where a drug can be safely ond effectively 
given only with blood concentration 
monitoring, the value of concentration­
response information is obvious. In other 
cases. an established concentrar ion-response 
.relationship is often not needed. bur may be 
useful: (1) For ascertaining the magnitude of 
the clinical consequences of phannecokinelic 
differences, such as those due to drug-disease 
(e.g. renal failure) or drug-drug interacuons, 
or (2) for assessing the effects of the altered 
phannacokinetics of new dosage forms (e.g .. 
controlled release formulation) or new 
dosage regimens without need for additional 
clinical trial date. where suc.b assessment is 
permitted by regional regulations, 
Prospective randomized concentration­
response studies are obviously cr1ticoJ to 
defining concentration mon.itonng 
therapeutic "windows:· but are also useful 
when phannacokinetic variability among 
patients is great; in that ca$e, a concentration­
response relationship may in prillciple he 
discerned in a prospective study with a 
smeller number of subjects than could the 
dose-response relationship In a standard 
dose-response study. Note that oollection of 
concentration-response information does not 
unply that tberapeur!c blood level 
monitoring will be needed to administer the 
drug properly, Concentration-responsa 
relationships can be translated mto dose• 
response informal ion. Concentratlon-
1"\lSponse information t:11.D also ollow selection 
of doses (based on the range of 
concentrations I.bey wiJI achreve) most Ukely 
to lead to a satisfactory response. 
Alternatively, if the relationships between 
concentration end observed effects (e.g., en 
undesirable or desirable pbarm.ocologic 
effect) are defined, the drug can be titrated 
according to patient response without the 
need for further blood level monitoring. 

Problems With Titration Desi[p15 

A study design Widely us.,d to demonstrere 
effectiveness utllizes dose titration to some 
effectiveness or safety endpoint.. Sutb 
titration designs, without cattlful analysis. are 
usually not informative ebout dose-response 
relationships. In many studies, there Is a 
tendency to spontaneous improvement over 
time that is not easily distinguishable from 
an increased response to higher \loses or 
cumulative drug exposure. This leads to a 
tendency to choose, as a re=mended do.~e. 
t.he highest dose used in suc.b studies that 
was reasonably well tolerati,d. HistOTically, 
this approach has often led to a dose that was 

well In excess or what was reaUy necessary, 
resulting in increased undesirable eff~ts. 
e.g .. lo high-dose diuretics used for 
hypertension. In some cases, notably \~bere 
an early answer is essential, the titration-10-
higbest-tolerable-dose approach is 
ecceptable, beceuse II often requires a 
minimum number of patients. For example 
the first marketing or zidovud1ne (.t\ZTJ for 
treatment of people with acquired immune 
deficiency syndrome (/\IDS) was based on 
studies at a high dose; later studies showed 
that lower doses were es effective and far 
better tohirated. Tho urgent need for the first 
effective anH-HlV (bu.men imrnuoodefidency 
virus) treatment made the absence of dose• 
response infonnation et the time of approval 
reasonable (with the CODtliUon that more data 
were to be obtained after markettng). but in 
less urgent cases tliis approach ls 
discouraged. 

Interactions Beti~een Dose-Rusponsc and 
Time 

Tbe choice of the size of en iodividual 
dose is often intertwined with the frequency 
of dosing. [n general, when the dose interval 
is long compared to the half-life of the drug, 
attention should be diracted to the 
pharmacodyne.rnic ba,is for the chosen 
dosing interval. For example, there might be 
e complll'ison of the long dose interval 
regimen with the same dose in e more 
divided regimen. looking, where this I$ 

feasible, for persistence of desired effer;\ 
throughout the dose interval and for adverse 
effects associated with blood level peaks 
Within a single dose interval, the dose­
response relationships at peaJc and trough 
blood levels may differ and the reJationsh1p 
could depend on the dose interval dio~en. 

Dose-response studies should talte time 
mlo 8CCOW11 i11 a variety of olher ways. Tbt1 
study period a.t a given dose should be long 
enough for the full effect to be realized, 
whether delay is the result of 
pharmo~kinetic or pharmacodynemic 
factors, The dose-response may elso be 
different for morning versus evening do•mg. 
Similarly, the dose-response relationship 
during early dosing rnay not be the same as 
In the subsequent maintenance dosing 
period. Responses could also be related to 
cumulative dose. rnther than daily dose, to 
duration of expc1sure (e.g .. lachyphylaxl~. 
tolerance. or hysteresis) or So the 
relationships of d(lsing to meals. 

D. Obtaining Dose-Response lnfotm.ilion 

DOfic-Respon11t1 Assessment Should Be 1111 

Jntegro/ Part of Drug Development 
Assessment of doqe-respoQSe should be an 

integral component of drug dP.velopment 
with studies designed to assess dose­
response an inherent part of establlshing the 
safety and effectiveness of the drug. tr 
development of dose-response information is 
built into lhe development process it can 
usually be acr.omplisbed with no loss of !!mo 
and minimal extra effort U>mpareu to 
development plans that ignore dose­
nisponsa, 

Studies in Llfe-Tltrr.atenmg D,sea.~es 
ln particular therapeutic areas. different 

rherapeutk aml lnvesugational behaviol"!i 
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have evolved; these affect the kinds of 
studies typically earned out. Parallel dose- 
response study designs with placebo» or 
placebo-controlled titration study designs 
(very effective designs, typically used in 
studies of angina, depression, hypertension» 
etc.) would not be acceptable in the study of 
some conditions, such as life-threatening 
infections or potentially curable tumors, at 
least if there were effective treatments 
known. Moreover, because in those 
therapeutic areas- considerable toxicity could 
be accepted, relatively high doses of drugs 
are usually chosen to achieve the greatest 
possible beneficial effect rapidly. This 
approach may lead to recommended doses 
that deprive some patients of the potential 
benefit of a drug by inducing toxicity that 
leads to cessation of therapy. On the other 
hand, use of low, possibly subeffective, 
doses, or of titration to desired effect maybe 
unacceptable, as an initial failure in these 
cases may represent an opportunity for cure 
forever lost.

Nonetheless, even for life-threatening 
diseases, drug developers should always be 
weighing the gains and disadvantages of 
varying regimens and considering how best 
to choose dose, dose-interval and dose- , 
escalation steps. Even in indications 
involving life-threatening diseases, the 
highest tolerated dose, or the dose with the 
largest effect on a surrogate marker will not 
always be the optimal dose. Where only a 
single dose is studied, blood concentration 
data, which will almost always show 
considerable individual variability due to 
pharmacokinetic differences, may 
retrospectively give clues to- possible 
concentration-response relationships.

Use of just a single dose has been typical 
of large-scale intervention studies (e.g,, post- 
myocardial infarction studies) because of the 
large sample sizes needed. In planning an 
intervention study» the potential advantages 
of studying, more than a single dose should 
be considered. In some cases, it may be 
possible to simplify the study by collecting 
less.information on each patient, allowing, 
study of a larger population treated with 
several doses without significant increase in 
costs.
Regulatory Considerations When Dose- 
Response Data Are Imperfect

Even well-laid plans are not invariably 
successful. An otherwise well-designed dose- 
response study may have utilized doses that 
were too high, or top close together, so that 
all appear equivalent (albeit superior to 
placebo). In that case, there is die possibility 
that the lowest dose studied is still greater 
than needed to exert the drag’s maximum 
effect Nonetheless, an acceptable balance of 
observed undesired effects and beneficial 
effects might make marketing at one of die 
doses studied reasonable. This decision 
would be easiest, of course, if the drug had 
special value, but even if it did not, in light 
of the studies that pardy defined the proper 
dose range, further dose-finding might be 
pursued in the postmarketing period. 
Similarly, although seeking dose response 
data should be a goal of every development 
program, approval based on data from studies 
using a fixed single dose or a defined, dose

range (but without valid dose response 
information) might fee appropriate where 
benefit from a new therapy in treating or 
preventing a serious disease is clear.

Exam ining the Entire Database fo r Dose- 
Response Information

In addition to seeking dose-response 
information from studies specifically 
designed to provide it, the entire database 
should be examined intensively for possible 
dose-response effects. The limitations 
imposed by certain study design features 
should, of course, be appreciated. For 
example, many studies titrate the dose 
upward for safety reasons. As most side 
effects of drugs occur early and may 
disappear with continued treatment, this can 
result in a spuriously higher rate of 
undesirable effects at the lower doses. 
Similarly, in studies where patients are 
titrated to a desired response, those patients 
relatively unresponsive to the drug are more 
likely to receive the higher dose, giving an 
apparent, but misleading, inverted "U- 
shaped” dose-response curve. Despite such 
limitations, clinical data from all sources 
should be analyzed for dose-related effects 
using multivariate or other approaches, even 
if the analyses can yield principally 
hypotheses, not definitive conclusions. For 
example, an inverse relation of effect to 
weight or creatinine clearance could reflect a 
dose-related covariate relationship. If 
pharmacokinetic screening (obtaining, a small 
number of steady-state blood concentration 
measurements in most Phase 2 and Phase 2 
study patients) is carried out, or if other 
approaches to obtaining drug concentrations 
during trials are used, a relation of effects 
(desirable or undesirable) to blood 
concentrations may be discerned. The 
relationship may by itself be a persuasive 
description of concentration-response or may 
suggest further study.
III. Study Designs for Assessing Dose 
Response

General
The choice of study design and study 

population in dose-response trials will 
depend on the phase of development, the 
therapeutic indication under investigation, 
and the severity of the disease in the patient 
population of interest Far example, the lack 
of appropriate salvage therapy for lifer- 
threatening or serious conditions with 
irreversible outcomes may ethically predude 
conduct of studies at doses below the 
maximum tolerated dose. A homogeneous 
patient population will generally allow 
achievement of study objectives with small 
numbers of subjects given each treatment. On 
the other hand, larger, more diverse 
populations allow detection of potentially 
important covariate effects.

In general, useful dose-response 
information is best obtained from trials 
specifically designed to compare several 
doses. A comparison of results from two or 
more controlled trials with single fixed doses 
might sometimes be informative, e.g.,  if 
control groups were similar, although even in 
that case, the many across-study differences 
that occur m separate trials usually make this 
approach unsatisfactory. It is also possible in­

some cases to derive, retrospectively, Mood 
concentration-response relationships from 
the variable concentrations attained in a 
fixed-dose trial. While these analyses are 
potentially confounded by disease severity or 
other patient factors, the information can be 
useful and can guide subsequent studies. 
Conducting dose-response studies at an early 
stage of clinical development may reduce the 
number of foiled Phase 3 trials, speeding the 
drug development process and conserving 
development resources.

Pharmacokinetic informal!km can be used 
to choose doses that ensure adequate spread 
of attained concentration-response values 
and diminish or eliminate overlap between 
attained concentrations in dose-response 
trials; For drugs with high pharmacokinetic 
variability, a greater spread of closes could be 
chosen. Alternatively, the dosing groups 
could be individualized by adjusting for 
pharmacokmetie covariates (e.g., correction 
for weight, lean body mass, or renal function) 
or a concentration-controlled study could be 
carried out.

As a practical matter, valid dose-response 
data can be obtained more readily when the 
respouse is measured by a continuous or 
categorical variable, is relatively rapidly 
obtained after therapy is started, and is 
rapidly dissipated after therapy is stopped 
(e.g., Mood pressure, analgesia, 
bronchodilatkra). In this case, a wider range 
of study designs can be used and relatively 
small, simple studies can give useful 
information. Placebo-controlled individual 
subject titration designs typical of many early 
drug development studies, for example, 
properly conducted and analyzed 
(quantitative analysis that models and 
estimates the population and individual 
dose-response relationships), can give 
guidance for more definitive parallel, fixed- 
dose, dose-response studies or may be 
definitive on their own.

In contrast, when the study endpoint or 
adverse effect is delayed, persistent, or 
irreversible fe.g., stroke or heart attack 
prevention, asthma prophylaxis, arthritis 
treatments with late onset response, survival 
in cancer, treatment of depression), titration 
and simultaneous assessment of response is 
usually not possible, and the parallel dose- 
response study Is usually needed. The 
parallel dose-response study also offers 
protection against missing an effective dose 
because of an inverted "U-shaped” (umbrella 
or bell-shaped) dose-response eurve, where 
higher doses are less effective than lower 
doses, a response that can occur, for example,, 
with mixed agonist-antagonists.

Trials intended to evaluate dose- or 
concentration-response should be well- 
controiled, using randomization and Winding 
(unless blinding is unnecessary or 
impossible) to assure comparability of 
treatment groups and to minimize potential 
patient, investigator, and analyst bias, and 
should be of adequate size.

It is important to choose as wide a range 
of doses as is compatible with practicality 
and patient safety to discern clinically 
meaningful differences. This is especially 
important where there are no pharmacologic 
or plausible surrogate endpoints to give 
initial guidance as to dose,
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!:ave e,-o~ved; these a Fleet the kinds of 
studies typically curied uut. Parallel OOS(,,­
response study desig.15 with placebo. or 
placebo-controlled titration study designs 
(,•ery effective dl!lligns., typically used io 
~tudles of angina, depn,ss,on, hypertension, 
etc.) '--Ould not be acceptahk in theMu<ly of 
some conditions, such u life,-tbreatening 
infections O£ potentiaUy curable tumon, al 
ltJast if I.here werv efteclive treanmmts 
known. MonlOffl', becanse ln lhos11 
th0r11peutic areas considerable toJUCi ry could 
be accepted, .relatively high doses or dru&"' 
al'II u.-;ually chose'IJ to achieve the grParest 
pOt!Sible beneflclal effect mpidly. This 
approach mey lead to recommended dose!! 
1 hat deprive some patients of the potential 
bt>ne.fit of a drug by inducing toxicity that 
leads to cessation of therapy. Oo the other 
hand, use of Jow, possibly tl'llbeffet.1i.-e, 
rlo:;es, or of titration to desired effect aun ~ 
unacc.6lptable. as an lnitial lrull.lffl in thtie 
i-.ai:es may represent an opportunity £.or cure 
forever lost. 

Non .. dreless, even fur life-threatenlng 
di,;euses, drug developers should always be 
weighing the gains and disadvanmge~of 
\'.Jrylng regimens and considering.how besr 
to choose dosa. dose-tn'lll'I'Vel and dose• 
escalation steps. Even il1 indlcation!I 
involving life-threatening diseases, 1he 
highest tolerated dose, or the dose with th~ 
largest effect on e •urrogate marker will nnl 
always be the optimal dose. Where only a 
single dose is studied, blood ooncenlration 
dara, which Wlll almost always show 
considerable individual variability due to 
pharmacokiDeUc diffarenei's, may 
retr08pectlvel;- give clue,5 lo po&sible 
concentraUoo-response celattonshlps. 

Use of1ust a single dose has been typical 
of large.scale Intervention studies (e.g.. post­
myOQll'dial infarction studies) because of tho 
lerge sample sizes needed. In planning an 
intervention study, the poteutial advanl.llgl!S 
o( studYbi& more than a singte dose should 
be considered. In some cases, it may be 
possible to simplify the study by collecling 
less information 011 each patient. allowing 
study of a larger population treated with 
scvtJ.reI doses without significant illCrtlaSe w 
costs; 

Hegulnw,yCon$itktations When C)o,;e. 
Rusponse Data A.re lmperfect 

Even well-laid plans are not invariably 
su1JCeSSful. An otherwise well-de,igned dose­
TOspoase study ma) have utili.7.ed doses that 
were too ltigh, or too close together, so that 
al I a'PJ)e31" eqmvate1tt (albeit superior to 
placebo). ln that case, th- is I.be possibility 
lhat tm, lowest 0086 $tttdied Is still gJealdl' 
thoo needed 10 a.ert the drug'ir maximum 
t:ffect, Nonethel-. an aa::eptable belanc. of 
oll'ler'\~ undemede~ and bene6ci.aJ 
effects migbt make ~atone of the 
doses st\1died reaeocabJ,,. This decision 
would becasie$1. of ooun:e, if the drug had 
special •able. but OVl!II lf it did llQI. in light 
of tbe studles thal partl}' defmmi 1he prop,r 
do~ range. fm1berdose-finding-mlgb.t he 
pursued in the postmarbting period. 
Siruilarly. although seeking dose n!Spouse 
data should be a: goal of ever, developm,mt 
program. appr:oval based Oil dato from lltmttes 
u5inga fi.XBd tdngle dn!U>w a~ d()l;fl 

mnge foot witboul valid do!le ~se 
informarioof might be appropriate where 
beuelil from an~ thenrpy 1n treating or 
prevenfing a seriou~ di,;eas-e fsc clear. 

Examining I.be Entire Dot.abuse for D~­
Re~pon5e lnf onnution 

In addition to seeking dose-respon,;e 
infomuition from "tudics speclfically 
deslgnPd lo pnwi~ it, lhot end~ datab.uu 
1>hould be examined iDtemively for pos$lhle 
dose-n:spottse effects. The Iiinitat.lom 
im~ by certain study design feanm,, 
shoulu, of oollt'lfl. be oppl'l!ciated. For 
example. many studie.~ titrate the ~ 
upward for safe!)· reasons. As most side 
ei'fects of drugs occur early and may 
disappesr with. continued INatlnent, lhb c:111 
result In a spuriously higher rate of 
undesirable e&cis aL the lower doses. 
Similarly. in studies-where patients an, 
titrated toa desired response, t.ho$e pauerUs 
relatin?ly o.llt'8SpQl15i.Ve to the drug are more 
Jibiy to receifl th• higher dose. giving 11P 
appanmt, but misleading. mverted Mu­

sbapt'd·• dose-nspoue cane. Desprtie .such 
limit.atwn!', clinical data from ail sourc.e. 
should be aa.lpod fot dose-related effects 
u sir1& multinrlate OI' C>lber approoches. ""811 
if tbe enaly~ can yulld principally 
hypotheses. not definitive cQnclusiona. For 
example, an wv11r.ie mlation of effcel k> 
weight or creaUrune clearance could reOet.t a 
dose-related covanau. relationship. U 
pbannacokmtt1ic. ICreelWlg {obwnillg a ~I 
number of ste.ldv-state blood CODcelltrotioo 
,m,asnremeats in most Phase 2 and Phase 3 
study patients) !$carried out. or u other 
approicbe• to outai.Aillg drug coru:entrali<>ns 
dunug trials IU'8 used. a relation of effl'CU 
(desirable or W1desilahla) to blood 
conoen&ralions may be discerned. l'be 
relalion_~hlp may by iltelf be a persua.<1ive 
de!ICription ot co11a11,t.ration-respon~ or'™'} 
suggest furth8f stud7. -

m, Study Oe!llps for /u.sesllmg Doi.~ 
Refi)JODffl' 

Qinernl 

The ehoic. of study des1iui and ~cudy 
population in dos1Mespo11M1 trial$ wlll 
depend 011 the phase of deveiopment. tire 
therapeutic indication undtlr investigatioa, 
and the severity of tha dlseue in the patient 
populadon of uxt.enl$l. For example, the lad, 
or appropria1a salvage therapy for life­
threatening (11" senO\IS cow:litions with 
irreversible out.comss may ethically pniclude 
conduct of sru.dlss at doses bt,low the 
ma,cimum tolemted dose. A hoawgenen\.lS 
patient populotlo11. will generally al.lDw 
11cbiewmeot of study obfecUves with small 
mm1bcrS-of81l.bjootsgi9eD eecn tnmtment. 0n 
tha other hand. targer. moro divm,e 
population. allow detection or por41n1iall_y 
importilllt covariaie effects. 

ln general, useful dose-response 
lnfurmation l$ best obtained from trials 
spedficaUy designed to compare several 
doses. /\ IXlmplD'ison of results from two OT 

more controlled trials wtth a.ingle fixed doles 
might tomedm°' be lnfonnaUve. e.g., lf 
cotm-ot groopt. ~we rtmllar, although even in 
that case. th.many IIC:t'06s-study aJ.!Turences 
tlsal occw in separate trilllt usually make this 
.1ppco.:dl ~tiG~ lt 1' alelo. ~ !Q, 

sormr cu91J'i lo derive, retl'()!{peci~-ely, hlood 
c;onrentratton•r81iponse mationships from 
the vruiablecon<:ontrations attained 1n a 
fll(ed-dose trial While these anal;~e.~ an, 
potentially confounded by disea5e se\-erity ur 
orher patient factOl'!I, the information CIIJl be 
u,;eful and can guide subsequenr 11tudie,. 
Conducting dose-nispome studies et an early 
stage of clinical development may reduce tbv 
n.smber of failed Phase 3 triab. speeding the 
drug development process and con1erving 
development resources. 

Phormaoolunttic information can b.! used 
to choose doses that ensure adequate spn,ad 
of otla,i.ned cancentrotion-rMpC>nse values 
aud diminish t,r eUmI.oate o,,odap betwet<n 
alleined conrentra!ioTilJ in dose-retiponse 
trials. For dtu~ with high pbannaookioetic 
variability. a greater ~d c( d0Se6 could llt" 
chosen. Alrematively, the dosing groups 
could be individualized by adjusting fur 
pharmocokinetic rovntiates (o.g .. (:orrectioc 
for weight, lean lx,dy mass, or renal fum:rion} 
or a concen\rlltion-controlled study could be 
carriedouL 

A~ a practical matter. ,·alid do$e-response 
dnta can be obtained mon, readily when the 
response is IDNSUJed by a continuous ot 
categorical variable-, is relaliYely rapidly 
oblaioed afu!r therapy is Slazted, and Is 
rapidly drssr?Jlted after therapy Is ~oppod 
(e.g., bfood pt'CS91ffl!, llllalgesia, 
bronchodiJationJ. In thi, case, a wider ran~ 
of study designs C8n be used and retatively 
SJ111tl1, simple studies can gmr UBeful 
mformotion. PI0£1ebo-controlled indh idual 
subj'ect llttation ~igns typical of mlllly ~Iv 
drug devekipment studies, for example, 
proiierly amducied and amtl)·?.l!d 
(quantitative analysis that modek and 
estimates the population and individual 
dose-response relationships}, can giw 
gui~ for m~ definitive penrllel. fixed• 
dose, do:.e-cesporde studjes er. may be 
definiti•eon their own. 

ln contrast, when the study endpoint or 
advonse effect Jsdelayed, persis1e11t, « 
iJTevenlble (e.g .. 5lrokeor heart e!taclc 
preve11fion, asthma prophytwds. arthritis 
tl'Mtments with fate onset response. rurvivnl 
in (18flt:11r, treatment of depres!>!on), htmlion 
and simultaneous assesm:ient of response i,; 
usually not possible, and the parallel dose­
respon.w Mudy is USllally needed. The 
parallel dos1'-teSponse study also offers 
prottlCIJoa against missing an effective do,e 
because or an inverted "U-shaped" (umbrella 
or bell-shaped) dcse-respon,e curve, wbent 
higher doses 118 fess effectlve than lcnwer 
doses. a response that can occur. for exampf.,, 
with mixed agonist-antagooists. 

Trial~ Intended to evalu.rte dose- or 
concentrntion•response should he wull­
conuolled, usi'!1g nmdom:ization and b!indtni: 
(\Jlllt!Sll blinding Is unnecessary or 
impos:sible} to aeaur.compe.rability of 
treatment groups Mid to nttnimize porentlal 
patient, investigator, and e1111lyst bias. and 
should b&of adcqU'8te ma,. 

[tis important lo~ as wide 8 nmge 
of doSOI M is competlbla with p1'11Cticality 
end patient safely to dhcern clinically 
meoningfu.J differeoces. This is especially 
important J1Jil1're there are no phunruK:olog:ic 
or plaustb[esurrogateend'points k>giva 
lnl!ialgi~ida.">C>t OS 1od06"" 
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Specific Trial Designs
A number of specific study designs can be 

used to assess dose-response. The same 
approaches can also be used to measure 
concentration-response relationships. 
Although not intended to be an exhaustive 
list, the following approaches have been 
shown to be useful ways of deriving valid 
dose-response information. Some designs 
outlined in this guidance are better 
established than others, but all are worthy of 
consideration. These designs can be applied 
to the study of established clinical endpoints 
or surrogate endpoints.
1. Parallel Dose-Response

Randomization to several fixed-dose 
groups (the randomized parallel dose- 
response study) is simple in concept and is 
a design that has had extensive use and 
considerable success. The fixed dose is the 
final or maintenance dose; patients may be 
placed immediately on that dose or titrated 
gradually (in a scheduled "forced” titration) 
to it if that seems safer. In either case, the 
final dose should be maintained for a time 
adequate to allow the dose-response 
comparison. Although including a placebo 
group in dose-response studies is desirable, 
it is not theoretically necessary in all cases; 
a positive slope, even without a placebo 
group, provides evidence of a drug effect. To 
measure the absolute size of the drug effect, 
however, a placebo or comparator with very 
limited effect on the endpoint of interest is 
usually needed. Moreover, because a 
difference between drug groups and placebo 
unequivocally shows effectiveness, inclusion 
of a placebo group can salvage, in part, a 
study that used doses that were all too high 
and, therefore, showed no dose-response 
slope, by showing that all doses were 
superior to placebo. In principle, being able 
to detect a statistically significant difference 
in pair-wise comparisons between doses is 
not necessary if a statistically significant 
trend (upward slope) across doses can be 
established using all the data. It should be 
demonstrated, however, that the lowest 
dose(s) tested, if it is to be recommended, has 
a statistically significant and clinically 
meaningful effect.

The parallel dose-response study gives 
group mean (population-average) dose- 
response, not the distribution or shape of 
individual dose-response curves.

It is all too common to discover, at the end 
of a parallel dose-response study, that all 
doses were too high (on the plateau of the 
dose-response curve), or that doses did not go 
high enough. A formally planned interim 
analysis (or other multi-stage design) might 
detect such a problem and allow study of the 
proper dose range.

As with any placebo-controlled trial, it 
may also be useful to include one or more 
doses of an active drug control. Inclusion of 
both placebo and active control groups 
allows assessment of “assay sensitivity,” 
permitting a distinction between an 
ineffective drug and an “ineffective” (null, 
no test) study. Comparison of dose-response 
curves for test and control drugs, not yet a 
common design, may also represent a more 
valid and informative comparative 
effectiveness/safety study than comparison of 
single doses of the two agents.

The factorial trial is a special case of the 
parallel dose-response study to be considered 
when combination therapy is being 
evaluated. It is particularly useful when both 
agents are intended to affect the same 
response variable (a diuretic and another 
anti-hypertensive, for example), or when one 
drug is intended to mitigate the side effects 
of the other. These studies can show 
effectiveness (a contribution of each 
component of the combination) and, in 
addition, provide dosing information for the 
drugs used alone and together.

A factorial trial employs a parallel fixed- 
dose design with a range of doses of each 
separate drug and some or all combinations 
of these doses. The sample size need not be 
large enough to distinguish single cells from 
each other in pair-wise comparisons because 
all of the data can be used to derive dose- 
response relationships for the single agents 
and combinations, i.e., a dose-response 
surface. These trials, therefore, can be of 
moderate size. The doses and combinations 
that could be approved for marketing might 
not be limited to the actual doses studied but 
might include doses and combinations in 
between those studied. There may be some 
exceptions to the ability to rely entirely on 
the response surface analysis in choosing 
dose(s). At the low end of the dose range, if 
the doses used are lower than the recognized 
effective doses of the single agents, it would 
ordinarily be important to have adequate 
evidence that these can be distinguished 
from placebo in a pair-wise comparison. One 
way to do this in the factorial study is to have 
the lowest dose combination and placebo 
groups be somewhat larger than other groups; 
another is to have a separate study of the 
low-dose combination. Also, at the high end 
of the dose range, it may be necessary to 
confirm the contribution of each component 
to the overall effect.
2. Cross-over Dose-Response

A randomized multiple cross-over study of 
different doses can be successful if drug 
effect develops rapidly and patients return to 
baseline conditions quickly after cessation of 
therapy, if responses are not irreversible 
(cure, death), and if patients have reasonably 
stable disease. This design suffers, however, 
from the potential problems of all cross-over 
studies: It can have analytic problems if there 
are many treatment withdrawals; it can be 
quite long in duration for an individual 
patient; and there is often uncertainty about 
carry-over effects (longer treatment periods 
may minimize this problem), baseline 
comparability after the first period, and 
period-by-treatment interactions. The length 
of the trial can be reduced by approaches that 
do not require all patients to receive each 
dose, such as balanced incomplete block 
designs.

The advantages of the design are that each 
individual receives several different doses so 
that the distribution of individual dose- 
response curves may be estimated, as well as 
the population average curve, and that, 
compared to a parallel design, fewer patients 
may be needed. Also, in contrast to titration 
designs, dose and time are not confounded 
and carry-over effects are better assessed.

3. Forced Titration
A forced titration study, where all patients 

move through a series of rising doses, is 
similar in concept and limitations to a 
randomized multiple cross-over dose- 
response study, except that assignment to 
dose levels is ordered, not random. If most 
patients complete all doses, and if the study 
is controlled with a parallel placebo group, 
the forced titration study allows a series of 
comparisons of an entire randomized group 
given several doses of drug with a concurrent 
placebo, just as the parallel fixed-dose trial 
does. A critical disadvantage is that, by itself, 
this study design cannot distinguish response 
to increased dose from response to increased 
time on drug therapy or a cumulative drug 
dosage effect. It is therefore an unsatisfactory 
design when response is delayed, unless 
treatment at each dose is prolonged. Even 
where the time until development of effect is 
known to be short (from other data), this 
design gives poor information on adverse 
effects, many of which have time-dependent 
characteristics. A tendency toward 
spontaneous improvement, a very common 
circumstance, will be revealed by the placebo 
group, but is nonetheless a problem for this 
design, as over time, the higher doses may 
find little room to show an increased effect. 
This design can give a reasonable first 
approximation of both population-average 
dose response and the distribution of 
individual dose-response relationships if the 
cumulative (time-dependent) drug effect is 
minimal and the number of treatment 
withdrawals is not excessive. Compared to a 
parallel dose-response study, this design may 
use fewer patients, and by extending the 
study duration, can be used to investigate a 
wide range of doses, again making it a 
reasonable first study. With a concurrent 
placebo group this design can provide clear 
evidence of effectiveness, and may be 
especially valuable in helping choose doses 
for a parallel dose-response study.
4. Optional Titration (Placebo-Controlled 
Titration to Endpoint)

In this design, patients are titrated until 
they reach a well-characterized favorable or 
unfavorable response, defined by dosing 
rules expressed in the protocol. This 
approach is most applicable to conditions 
where the response is reasonably prompt and 
is not an irreversible event, such as stroke or 
death. A crude analysis of such studies, e.g., 
comparing the effects in the subgroups of 
patients titrated to various dosages, often 
gives a misleading inverted “U-shaped” 
curve, as only poor responders are titrated to 
the highest dose. However, more 
sophisticated statistical analytical 
approaches that correct for this occurrence, 
by modeling and estimating the population 
and individual dose-response relationships, 
appear to allow calculation of valid dose- 
response information. Experience in deriving 
valid dose-response information in this 
fashion is still limited. It is important, in this 
design, to maintain a concurrent placebo 
group to correct for spontaneous changes, 
investigator expectations, e ta  Like other 
designs that use several doses in the same 
patient, this design may use fewer patients 
than a parallel fixed-dose study of similar
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Specific Trial 'Designs 

A number or specillc study designs can be 
used to essess dose-response. The so.me 
approaches can also be used to measure 
concentration-response relationships. 
Although not intended to be an exhaustive 
list, the following approaches have been 
shown to be useful ways of de.riving velid 
dose-response information. Some design.s 
oullined In this guidance are better 
established than otheni, but all are worthy of 
comsldt!ratlon. These desjgas can be applied 
to the study of established clinical endpoints 
or surrogate endpoints. 
1. Parallel Dose-Response 

Randomization to several fixed-dose 
groups (the randomized parallel dose• 
response study) ia simple In concept and Is 
a design that bas had e.xtensive use and 
considerable success. The fixed dose Is the 
final or mafatenance dose: patients may be 
placed lmmewately on that dose or titrated 
gradually (fn a scheduled "forced" titration) 
to it if that seems safer. In either case, the 
final dose should be maintained for a time 
adequate to allow the dose-response 
comparison. Although including a placebo 
group in dose-response studfos is desil'!lble, 
it Is not theoretically necessary ln el I cases; 
o positive slope, even without a placebo 
g,oup, provjdes evidence of a drug effect. To 
measure the absolute size of the drug effect, 
however, a placebo or comparator wtth very 
limited effect on the endpoint of interest is 
usually needed. Moreover, because e 
difference between drug groups end placebo 
uneqwvocolly shows effectiveness, Inclusion 
of a placebo group can salvage, in part, a 
study that used doses that were all too high 
and, therefore, showed no dose-response 
slope, by showing that all doses were 
superior to placebo. In principle, being able 
to detect a slatistlcally significant difference 
in pair-wise comparisons between doses is 
not necessary if a statisticslly significant 
t.rend (upward slope) across doses can be 
estabUshed using all the data. It should be 
demonstrated, however, that the lowest 
dose(s) tested, if it Is to be recommended. has 
a statistically significant and clinically 
me8llingful effect 

The parallel dose-response study gives 
group mean (population-average) dose­
response, not the distribution or shape of 
individual dose-response curves. 

It is all too common to discover, at the end 
of a pera.llel dose-response study, that all 
dos.es were too hlgh (on the plateau of the 
dose-response curve), or tbat doses did not go 
high enough. A formally planned interim 
analysis (or other muJti-stage design) might 
detect such a problem and allow study of the 
proper dose range. 

All wlth any placebo-controlled trial, it 
may also be useful to include one or more 
doses of an active drug control. Inclusion of 
both placebo and active control groups 
allows assessment of "assay sensitivity," 
permitting o distinction between an 
Ineffective drug and an "ineffective" (null, 
no test) srudy. Comparison of dose-response 
curves for test and control drugs, oat yet a 
common design, may also represent a more 
valid end informative comparative 
effectiveness/safety study than comparison of 
single do~es of the two agents. 

The factorial trial Is a special case of the 
parallel dose-response study to be considered 
when combination therapy Is being 
evaluated. It is particularly useful when both 
agents a.re Intended to effect the same 
response variable (e diuretic and another 
anti-hYPertensive, for example), or when one 
drug Is Intended to mitigate the side effects 
of the other. These studies can show 
effectiveness (a contribution of each 
component of the combination) 8lld, in 
adwtion, provide dosing information for the 
drugs used alone and together. 

A factorial trial employs e parallel fixed­
dose design with a range of doses of each 
s11plll'ate drug end some or ell combinations 
of these doses. The sample size need not be 
large enough lo distinguish single oeUs from 
each other in pair-wise comparisons because 
nll of the data can be used to derive dose­
response relationships for the single agents 
end combinations, i.e., a dose-response 
surface. These trials, therefore, can be of 
mode.rate size. The doses and combinations 
that could be approved for marketing mjght 
not be limited to the actual doses studied but 
might Include doses and combinations in 
between those studied. There may be some 
exceptions to the ability to rely entirely on 
the response surface analysis in choosing 
dose(s). At the low end of the dose ra.nge, if 
the doses used ere lower tlum the recognized 
effe<.'tive doses of the single agents, it would 
ordinarily be important to have adequate 
evidence tbat these can be distinguished 
from placebo in a pair-wise comparison. One 
way to do this in the factorial study Is to have 
the lowest dose combination and placebo 
groups be somewhat larger than other groups, 
another ls 10 have a separate study of the 
low-dose combination. Also, at the hlgh end 
of the dose range, it moy be necessary to 
confirm the contribution of each componenl 
to the overall effect. 
2, Cross-over Dose-Response 

A randoml2ed multiple cross-over study of 
different doses can be successful if drug 
effect develops rapidly and patients return to 
baseline condition, quickly after cemition of 
therapy, if responses a.re not irreversible 
Ccure. death), end if patients have reasonably 
stable disease. This design suffers, howev11r, 
from the potential problems of ell cross-over 
studies: It can have analytic problems if thete 
are many treatment withdrawals: it can be 
quite Jong In duration for an individual 
patient; end there ls often uncertainty about 
C8rT}'-OVer effects 0onger treatment periods 
may minimize this problem), baseline 
comparability after the first period, aud 
period-by•treatment interactions. The length 
of the trtal can be reduced by approaches that 
do not niquire all patients lo receive each 
dose, such es balanced Incomplete block 
designs. 

The advantages of the design are that each 
individual receives several different doses so 
that the distribution of individual dose­
response i:urves may be estimated, as well as 
the population average curve, elld that, 
compared to a parallel design, fewer patients 
may be needed. Also, 1n contrast to titration 
designs, dose and time are not confounded 
and cany-over effects are better assessed. 

3. Forced Titration 

A forced titration study. where all patients 
move through e series of rising doses. is 
similar in concept and limitations to a 
randomized multiple cross-over dose­
response study, except that assignment to 
dose levels is ordered, not tandom. If most 
patients complete ell doses, elld if the study 
is controlled with a parallel placebo group, 
the forced titration study allows a series of 
comparisons of an entire randomjzed group 
given several doses of drug with a concuTrent 
placebo, ju.st as the pera.llel fhced-dose trial 
does. A critical disadvantage is that, by itself, 
this study design qnnot distinguish response 
to increased dose fiom response to lnt:re.1sed 
time on drug therapy or a cumulative drug 
dosage effect lt is therefore an w:isatlsfactory 
design when response is delayed, unless 
treatment at each dose Is prolonged. Even 
where the time until development of efff!'l;t is 
known to be short (from other dllta), thls 
design gives poor information oo adverse 
effects, many of which have time-dependent 
characteristics. A tendency towerd 
spontaneous improvement, a vary 1:ommon 
circumstance, will be revealed by the placebo 
group, but is nonetheless a problem for this 
design, as over time, the higher doses m11y 
find little room to show en increased effect. 
This design can give a reasonable first 
approximation of both population-average 
dose I'811ponse and the distribution of 
individual dose-response relationships if the 
cumulative (time-dependent) drug effect is 
mjnimal and the number of treatment 
withdrawals ls not excessive. Compared to :i 
parallel dose-response study, this design may 
use fewer patients, and by extending the 
study duration, can be used to investigate a 
wide range of doses, again maldng it a 
reasonable first study. With a concurrent 
placebo group thj9 design can provide clear 
evidence of effectiveness, end may be 
e$peclally valuable in helping choose doses 
for a parallel dos1J•I'811ponse study. 
4. Optional Tltration (Placebo-Controlled 
Titration to Endpoint) 

Jn this design, patients ere titrated until 
they reach a well-cllaracterlzed favorable or 
unfavorable response, defined by dosing 
rules expressed In the protocol. This 
approach is most applicable to conditions 
where the response ls reasonably prompt and 
Is not en Irreversible event, such as stroke or 
death. A crude analysis of such studies, e.g., 
comparl.og the effecu In the subgroups of 
patients titrated to various dosages, often 
gives a misleading inverted "U-shaped" 
curve, as only poor responders are titrated to 
the highest dose, However, more 
sophisticated statistical analytical 
approaches that cortect for th.ls occurrence. 
by modeling and estimating the population 
and individual dose-response reletionshlps, 
appear to ollow calculation or valid dose­
response information. Experience in deriving 
valid dose-response Information In this 
fashion is still limited. lt Is Important. in this 
design, to maintain a concurrent placebo 
group to correct for spontaneous changes, 
investigator expectations, etc. Like other 
designs that use several doses In the sa.n111 
patient, thjs degign may use fewer patient~ 
than a p8f'8Jlel fixed-dose study of slm1ler 



55 9 7 6 F e d e ra l R eg ister J VoL 59, No. 216 / Wednesday, November 9, 1994 / Notices

statistical power and can provide both 
population average and individual dose- 
response information. The design does, 
however, risk confounding of time and dose 
effects and would be expected to have 
particular problems in finding dose-response 
relationships for adverse effects. Like die 
forced titration design, it can be used to 
study a wide dose range and, with a 
concurrent placebo group, can provide dear 
evidence of effectiveness. It too may be 
especially valuable as an eariy study to 
identify doses for a definitive parallel study,

IV. Guidance and Advice
1. Dose response data are desirable for 

almost ail new chemical entities entering the 
market These data should be derived from 
study designs that are sound and 
scientifically based; a variety of different 
designs can give valid information. The 
studies should be well-controlled, using 
accepted approaches to minimize bias. In 
addition, to carrying out formal dose-response 
studies, sponsors should examine the entire 
database for possible dose-response 
information.

2. The information obtained; through 
targeted studies and analyses of the entire 
database should be used fey the. sponsor tor

a. Identify a reasonable starting dose, 
ideally with specific adjustments (or a firm 
basis for believing none is needed) for patient 
size, gender, age, concomitant illness, and 
concomitant therapy, reflecting an 
integration of what is known about 
pharmacokinetic and pharmacodynamic 
variability. Depending on circumstances (the 
disease, the drug's toxicity), the starting dose 
may range from a low dose with some useful 
effect to a dose that is at or near the full-effect 
dose.

b. Identify reasonable, response-guided 
titration steps, and the interval at which they 
should be taken, again with appropriate 
adjustments for patient characteristics. These 
steps would be based either on the shape of  
the typical individual’s dose-effect curves 
(for both desirable and undesirable effects), if 
individual dose-response data were available, 
or if not, on the shape of the population 
(group)-averagp dose-response, and the time 
needed to detect a change in these effects. It 
should be noted that methodology for finding 
the population (group)-average dose- 
response, at present, is better established 
than is methodology for finding individual 
dose-response relationships.

c. Identify a dose, or a response (desirable 
or undesirable), beyond which titration 
should not ordinarily be attempted because 
of a lack of further benefit or an unacceptable 
increase in undesirable effects.

3. It is prudent to carry out dose-ranging 
or concentration-response studies early in 
development as well as in later stages in 
order to avoid faded Phase 3 studies or 
accumulation of a database that consists 
largely of exposures at ineffective or 
excessive doses. The endpoints of studies 
may vary at different stages of drug 
development For example, in studying a 
drug for heart failure, a pharmacodynamic 
endpoint might be used early (e.g., cardiac 
output, pulmonary capillary wedge pressure), 
an intermediate endpoint might be used later 
(e.g., exercise tolerance, symptoms) and a 
mortality cur irreversible morbidity endpoint 
might be the final assessment (survival, new 
infarction). It should be anticipated that the 
dose response for these endpoints may be 
different Of course, tire choice of endpoints 
that must be studied for marketing approval 
will depend on the specific situation.

4. A widely used, successful, and 
acceptable design, but not the only study 
design for obtaining population average dose- 
response data. Is the randomized parallel, 
dose-response study with three or more 
dosage levels, one of which may be zero 
(placebo). From such a triad, if dose levels are 
well chosen, the relationship of drug dosage, 
or drug concentration, to clinical beneficial 
or undesirable effects can be defined.

Several dose levels are needed; at least two 
in addition to placebo, but in general, study 
of more than the minimum numb»' of doses 
is desirable, A  single dime level of drug 
versus placebo allows a test of the null 
hypothesis of no difference between drug and 
placebo, but cannot define the dose-response 
relationship. Similarly, although a linear 
relationship can be derived from the 
response to two active doses (without 
placebo), this approximation is usually not 
sufficiently informative. Study designs 
usually should emphasize elucidation of the 
dose-response function, not individual pair- 
wise comparisons. If a particular point on the 
curve, e.g., whether a certain low dose is 
useful, becomes an issue, it should be 
studied separately.

5. Dose-response data for both beneficial 
and undesirable effects may provide 
information that allows approval of a range 
of doses that encompass an appropriate 
benefit-to-risk ratio, A well-controlled dose- 
response study Is also a study that can serve 
as primary evidence of effectiveness.

6. Regulatory agencies and drug developers 
should be open to new approaches and to the 
concept of reasoned and well-documented 
exploratory data analysis of existing or future 
databases in search of dose-response data. 
Agencies should also be open to the use of 
various statistical and pharmacometiic 
techniques such, as Bayesian and population

methods, modeling, and pharmacokinetic- 
pharmacodynamic approaches. However, 
these approaches should not subvert the 
requirement for dose-response data from 
prospective, randomized, multi-dose-level 
clinical trials. Post-hoc exploratory data ' 
analysis in search of dose-response 
information from databases generated to meet 
other objectives will often generate new 
hypotheses, but wil! only occasionally 
provide definitive assessment of dose- 
response relationships.

A variety of data analytical techniques, 
including increased use of retrospective 
population-type analyses, and novel designs 
(e.g., sequential designs) may help define the 
dose-response relationship. F o e  example, 
fixed-dose designs can be reanalyzed as a 
continuum of dose levels if doses are 
refigured on a milligram per kilogram (mg/ 
kg) basis, or adjusted for renal function, lean 
body mass, etc. Simihirfy, blood levels taken 
during a dose-response study may allow 
estimates of concentration-response 
relationships. Adjustment of drug exposure 

- levels might be made on the basis of reliable 
information on drug-taking compliance. In all 
of these cases, one should always be 
conscious W confounding, i.e., the presence 
of a factor that alters both the refigured dose 
and response or that alters both Wood level 
and response, compliance and response, etc.

7. Dose-response data should be explored 
for possible differences in subsets based on 
demographic characteristics, such as age, 
gender, or race. To do this, it is important to 
know whether there are pharmacokinetic 
differences among these groups, e .g , due to 
metabolic differences, differences in body 
habitus, or composition, etc.

8 , Approval decisions are based on a 
consideration of the totality of information 
on a drug. Although dose-response 
information: should be available, depending 
on the kind and degree of effectiveness 
shown, imperfections in the database maybe 
acceptable with the expectation that further 
studies will be carried out after approval. 
Thus, informative dose-response data, like 
information on responses in special 
populations, on long-term use, on potential 
drug-drug and: drug-disease interactions, is 
expected, but might, in the face of a major 
therapeutic benefit or urgent need, or very 
low levels of observed toxicity; become a 
deferred requirement

Dated: October 25,1994 .
William K. Hubbard,
Interim Deputy Commissioner for Policy.
[FR Doc. 94—27723; Fifed 1 1 -8 -9 4 ; 8:45 ami 
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~tRtisl ical powe:r and can provida both 
population averag_e and individual dose­
rosponsa uifonnation. The design does, 
however. ,Jsk confounding of time and dose 
effects and woold be expected to OO\'e 
part.icolar proble:ns iD finding ~r~ase 
relationships for adverse e!JEds. Llke the 
forced titration design. it can be used to 
,;tudy a wide dose rsnge and, with • 
concnrrmt planibo group. can provide de.et 
evw.lem:ie of efis(.tiveness. ll too IT1III) be­
!?.'lpeci:ily val113hle es an ea!.lystudr to 
ideutify doses for o ~the pi.lltllk:1 study. 

IV. Guidance and Advice 
1. Dose response data m desirable fuc 

almost all new chemical entities enferiDg th,! 
marmL These data should be derived from 
,;tudy destgni. that are sound md 
scientifically based; a variety of different 
designs can gh-. valid information. The 
studi• should be well-<:aotrolled. using 
accepted app~ches lo mii:ilinize ti.as. In 
addition to carrying out formal dose-response 
studies, sponsors should e.,camiua the ontire 
database l'o1 possible dose-rrspona 
mfunnatioo.. 

2. The infonnatioD obtained througb 
targeted studies and ualyus of the entiro 
database should be used by the sponsor to: 

a. Identify I reasonable starting dose. 
ideatly with specific adjllStmenlS (or a firm 
basis for believing none ~ needed) for patient 
siu:. gendei, ag11, CODcornillnl illntlSII, and 
concomilaDt therapy, n1flect111g an 
Integration of wh11t ls known about 
phannacoltinetic and pbannacocfynamic 
variability. Depending on circumstances (1he 
disease, the drug•~ toxicity), lhe starting dose 
may range from a low dose M.1th ~me useful 
effect to • dose that is at or near the full-effect 
dose. 

b. Identify reasonabl&, r9Sponse-guided 
1itration steps. and the interval al which thuy 
sh010ld be taken. again with appropriate 
adjustments for patient characteristics. These 
~laps would be based either on I.be shape of 
the typical individual'& d0$lHCrecl c;un,es 
(for both desirable and undll'iiroble effects). if 
Individual dose-response datn were avaaloble, 
or if nol, on the shape of the population 
[group)-av8J'ilge dose-response, and the time 
needed to detect a change in these effects. It 
"hould be noted that methodology for fmdtng 
the population (group)-average dose­
response, at present. is better established 
than is methodology for finding individual 
dose-response relationships. 

c. lde11.tify a dose, or a response (desirable 
or undesirable). beyond wbjcb titration 
$hould not ordinarily be attempted becau~ 
of a leek of further beoefi t or an w1acx:eprobi11 
incre,1~e in undesirable offecti-.. 

3. If is prudent to cany oat dose-ranging 
or concenmitiou-respon,e studies early in 
development as well as in later suigea In 
ordel: ID avoid failed Phase 3 studies or 
accumulation ofa database- that consists 
largely of 4'Xpo,u.re5 at ineffeclive or 
e.xc:es,i,·e d011es. The eodpoints of studies 
may wry at different stages of drug_ 
development For example, in studying a 
drug for heart fa!JUIV. a pbanmicodynamit'. 
endpoint mig.bt be used early (e.~. c:atdiac 
output. pulmonary capillary wedge pressure). 
an intermediate endpoint might be used Later 
(e.g .. exerci9e tolerance, symptoms) and a 
mortality or ureversible morbidity endpoint 
migbt be the final assessment (survival. new 
infarctionJ. n should be anticipated that the 
dose responsa for these endpoints may be 
different 0£ course, the choice of endpoints 
that must be studied for marketing approvnl 
will depend on the specific situation. 

4. /\ widely used. sua:essful, and 
acceptable do~gn. but not the only study 
design b-obtainlng popufation avefagedose­
respon.se data. ls the randomized paralJel. 
dose-response study with three or more 
~8" leveb, one o{ which ma.y be zero 
(placebo).. f'i:oal such a trial, if dOS8 ~els we 
well chosen. the relatioawp of drug d0681fe. 
or drug conamtmtion. to clliucal beneficial 
or undesirable effects can be de1i:ned. 

Several du. levels am needed. at 1-east two 
in addition lo phic;ebo. but in general. mady 
of moni than the m.i:nimmn num.ber oI doses 
is des4,hle- A single d~ level of drur. 
,·ersus placebo allows e test of l.b~ noll 
hypotbesis of no difference betweeD drug and 
p!at;ebo. but cannot delln~ the d068•J11Sponso 
refatioaship. Simll¥ly. although a lmeor 
relationship can be derived from the 
response to two ac:tiV&de&es (without 
placebo}, this approximation is osually 001 
suffii;iendy informative. Study de:.igas 
usually ,hould empbasi:u. elucldatioo of the 
dose-response function, nol individual pair­
wise comparisons. If e particular point oo the 
curve, e.g .. whether a certain low dose is 
useful. becomes an issue. It shollld be 
studied separately. 

5. ~response data for both beneficial 
aAd oudetjfablit effoct5 11ny provide 
in formation that at\°"" approval of a rangi, 
of doses that eiu:osr.pess an appropriato 
beneflH.o-risi: ratio. A we-11-coutrolled dose­
response study ~also• study that can Sffl'Y'8 

as: primary evideoce of eF..ectivenes~. 
6. Regulatory agpncies and drug de.eloper~ 

shou Id be Opell co new approaciles and tt> the 
concept of 1'911S01led and welklocumeoted 
exploratory data analysis of exiillng" futun, 
databases m ,1,enrc.h of dose-TI1SpOilS6-data. 
Agencies sbGUld at.o be open to the use of 
various statistical and pbarmacomatric 
technique.11 SU('.h as Bayusian and population 

methods. modeling, and pbarmacokinetic­
pllllrmecodynamic approaches. Howvver. 
these approaches shtNld not wbvert the 
requirement for dose-response data from 
prospective.. mndomh:ed. multi-dosc-lmtel 
clinical trials. Pos1-hoc exploraloey data 
analysis in sean:b of doee-resJ>Qnse 
informati<m Crom databases genefllted to m~ 
other objectives will ofbm ge11era1e uew 
hypotheses, but will Mly ~sionally 
provide definitivti imessmeat of dose­
re"J)oose relationships 

A \.-arlety of data mralytical techniques. 
includ~ng increased use of retrospective 
population-type analyses. and novel design~ 
{e.g .. sequential designsl IDD) help define the 
dose-responee relationship. For example. 
fixed-dose d.esigJ1s can be reanalyzed w a 
continuum of d09e le-Yels if do&eli iVl!I 

refigpred an a milrigram per kilogram {mg/ 
kg) bnis, or adjusted for n=tl function, lean 
body mas,, etc. Slm.llarly, blood levels aikan 
t.l urillg a dose-response study may ill low 
estimalu of concenttation-response 
rolarioo.sbips. Adjustment of drug expo,mn­
levels might be made OR the basis of reliabfo 
lnfonnalion oo drug--talaag comphance. rn all 
of thil$& cases. one should always be 
conscious of confounding. i.e., tire ptts,,ru:e 
of a fnct<rr that alters both the refiguttd do~• 
1tnd respoiue or that a.ltett both blood ~-el 
and response. complfance and response-. etc. 

7 L)os1MA5ponse data should be explored 
for possible differences in subsets based OD 
demographic characteristics. such as age, 
gender, or race. To do this, it is important to 
know whether there are phannaook.inetic 
differences among these groups, e.g., due In 
metobolic differences. dlffereuces in body 
habit us, or composition. etc. 

8 Approval decisions are based on a 
consi.deration of the totality of informatio11 
on e drug. Although dose-response 
information should be evailable-. depr,ndi118 
on the kind end deg;ea of effect iv.Ille$& 

shown. iJRperfectiom ID th.e database may oo 
acceptable with lhe expectation that rw-ther 
studies w.U be earned out ak approval. 
Thus, informative do6&-respoose dn111. lib 
i.nforrnntion Oil responses in special 
populations. on long-term t1se, on potential 
drug-drusand drug-di3etise interactions. is. 
expt'Cted, but migbt. ln the lilcA! of a ma~ 
therapeutic benefit or mgent need, or wry 
low IPvcils of observed toxicity, become n 
deforred requL'9ment. 

Dated: October 25, 1994. 
William K. Hubba.rd, 
Interim DeputJ Comrnis~nerfor Pvlicy. 
(PR Doc 94-27723; Filed ll-8-94: 1'=45 am! 
BILLING COOi: 41~1-F 
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