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Guidance for Industry’ 
D Exemptions for Studies of Lawfu 

Cancer Drug or iological Products 

aft g~~d~cc, when realized, will represent the Food and Drug A~i~~stratiu~~s (FDA’s) current 
g on this topic. It does not create or confer any rights fur or on any person and does not operate to 

bind FDA or the public. An alternative approach may be used if such approach satisfies the requirements 
of the a~~l~cab~e statutes and reg~~at~o~s. 

If yuu play to sub~jf co~~e~fs on this draft gu~daffce, to expedife FDA review of your 
~o~~e~fs~ please: 

would like to know if they are exempt 
n IN5 for studies of marketed drugs or 

idance discusses the Agen~y’s current 
roducts are exempt from IN5 regu~atj~n~ 

ifying its policy will help sponsors identify which studies are 
e burden of submitting unnecessa~ IN5 applications. 

regu~at~~~s at 21 CF 12 restore sponsors who wish to study a dr 
rudest in humans to mit an investigational new drug ~~N~~ appli 
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Draft - ~0~ for ~~~~e~e~~~~~~~ 

~owever~ these regulations also provide for the exemption of some 
ment to submit an t D if they meet certain criteria. Each year, 

r cancer drugs are s~bmi~ed that contain studies that the 
mines are exempt. This guidance should help applicants ~de~t~~ chief 

g~lations at 21 FR 322.2(b)( ‘I) provide for the exemption of some studies for some 
lations if the studies meet the following five criteria: 

roval of a new ~nd~~at~on or a 
s~gn~~ca~t change in the product labeling. 

I The study is not intended to suppo~ a si ~i~cant change in adve~~s~ng for the 
roduct. 

3, The investigation does not involve a route of administration or dosage 
her factor that ~~~~~~~a~~~~ increases fhe risks (or 
of the risks) associated with the use of the drug 

conducted in ~orn~~ian~~ with IRB and infor ed consent regulations 
1 CFR parts 56 and 50. 

e study is conducted in compliancy wit 21 CFR 312.7 (promotion and chargin 
~nvest~gat~ona# drugs). 

u~reme~ts 1, 2, 4, and 5 are not directly related to the specific protozoa s~~m~tt~d~ 
their interpretation is simifar for oncologic and ~ono~cologi~ therapies. Requirement 
protozoa related and has special moaning in the oncology therapy sexing, ~artjc~lar~y 

with respect to doses above the labeled dose, use with other treatments~ an 

the IND regulations, which published in the several ~e~j~~er on arc 
y ~x~~a~ned that the e mption was not necessarily intended to tie 
e doses and routes dm~~istrati~n and patient population 
roved ~a~elj~g, but t rmit deviations from the approved labeling to 
changes are sttppo y the scientific literature and generally 

known ~~~n~~al ex~erjen~e. The Agency recognizes that a considerabfe amount of 
~rof~ss~o~a~ judgment is exercised in ~eterminjng whether the conditions s~gni~~ant~y 

~mcal jn~estj~atjo~s of products that are subject to section 505 of the Federal 
Food, Drug, and Cosmetic Act or to the ~~~e~s~~~ ~~o~~s~o~s of the Public Health Service Act (58 Stat. 632, 
as amended (42 USC. 201 et seq.)). 
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increase the risk associated with the use of the drug. FDA maintains that “because the 
assessment of risks involved in a therapeutic procedure is an everyday part of the 
practice of medicine, the individual investigator should usually be able to determine the 
ap~l~cabil~~ of the exemption.” 3 

ational Performance Review, the Agency launched 
~~~atj~~ of Cancer ~~~~s initiative with the goal of asseverating the 
ding patient access to cancer drugs? As part of this injt~ative~ the 
Mary physician-inves~gators were sub 1 N Ds for exploratory 

label indications for two reasons: (1) rncorrectly believe an 
e pharmaceutical ufacturer agrees to provide a drug free of 
oncludes that the will view this as promotional activity~ ~jt~ 

Agency’s policy and decreasing the burden to investigators~ the 
it would no longer accept INDs considered exempt under 21 

312~2(b)(l). ~urthermore~ FDA stated that providing a drug for study would not, in 
s a promotional activity if the manufacturer or distributor 

product for a physician-~nit~ated~ bona fide clinical ~nvestjgation~ The Agency 
at it is the respons~b~lj~ of the investigator to determine whether or not an 

IND is necessary. 

ions, many cancer drug 
D regulation are stilt 

1997 to 1999, a majority of investigator IND submissions for 
were considered exempt (204, 205, and 140 a~pl~~at~ons in 

above, a critical question in determining whether a stu 
e exemption regulations ($ 12+2(b)(l )(ii~)): The vestigat~on may not 

s~~~~~ca~~~y ~~~~ease the rEsk associated with use of a drug product. ~rdinarily~ the 
est~o~ of increased risk would be related to the use as labeled and uses much above 

e recommended dose would be a concern, ut in oncology, modifications of labeled 
recommendations are common and o ur as part of ordinal use. As out~~~e~ 

belong oncologists are unusually familiar with evaluating the risk of new dosing regimens. 
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Treatment with cancer drugs~ even when used according to the instructions in the 
oved labeling, may be associat with significant risk from known toxicity. 

ause effectiveness is believed t e related to dose, a dose close the 
~axj~al tolerated dose is often se! d for studies of cancer drugs. is same 
dose usually becomes e recommended dose in fabeli when the new cancer- 
drug is approved with t expectation that the dose wif reduced if it is not 

rated by a patient. Because it is not generally possible to have maximal 
acy in a population without inducing toxicity in some patients, it is not 

uncommon to observe severe or even lethat side effects from cancer drugs in 
some patients, even when they are used according to the approved labeling. In 

eneral, these circumstances that the toxicity, even potentially lethal toxicity, 
f cancer drugs is described i oved labeling. 

y with cancer drugs is common in practice. hen there is no 
herapy for a cancer, or stage of cancer, i 

ens or combinations of established drugs. A 19 

s~bstantjal off-label use in situat ons where satisfactory treatment was not 
va~lable~ and tower rates of off- abet use when there was an effective therapy. in 

tice, many on~~ogists treat cancer patients with regimens that 
of drugs, They evaluate the published data to assess the risk 

nts, and they keep patients aware of these s through unformed 
treatment of individual patients with approv rugs does not 
(21 CFR 312.2(d)). tn many cases, as discussed in the examples 

, treatment of patients with similar regimens in the context of a 
seem to involve no increased r&k to patients, and an 
on&de that such a study would not ~~~~~~~a~~~~ increase the 

with the use of a product and the study coul 
and jnformed consent in co 

uired as usual (21 CFR 

Agency Determination 

1996 cancer init~at~ve~ does not ~nte~d to accept a~~~~~a~~o~s 
it determines to be ex from the requirement for an fND. 

3 CFR 3~2.2(b)(l~ does not require a submi~s~on for a 
tus, whenever an IND applj~atio~ is submitted, FDA st perform an initial 

~~mited review of t appt~cation to determine whether the study is exempt. The protocol- 
onsiders in assessing exemption is: The investjgat~on may not 

involve a route of administration or dosage level or use in a patient population or other 
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factor that s~g~~~ca~t~y increases the risks (or decreases the a~~e~tabi~ity of the risks) 
associated with the use of the drug product (21 CFR ~~2.2~b~~~ ~~i~i~~. Thus, when 

ter~i~~ng if the ris is sig~i~cant~y i~~~eased* FDA staff examine the parts of the 
that co~~e~~ dose, schedule, route of ad~i~~strat~on~ and patient po~u~atio~~ If 

my’s initial limited review determines that a study protocol is exempt from t 
ND, the Agency performs no further review of the application, 

letter is sent to the sponsor giving notice of the exemption. 

. Investigator Oeterminatbn 

hen dete~~~n~ng if an INCI should be sub itted to study marketed drugs fo ting 
~a~~er, i~vest~gators also should apply th xe~~tion criteria fisted in 5 312 1 ~(i-v~ 
in ~jght of the d~scuss~o~ in this guidance. ~~an~ed studies may be considered exempt 
from the ~e~ui~e~e~ts of an IND if the studies involve a new use, dosage, schedule, 
~o~te of ad~i~istrat~un, or new ~o~b~nation of marketed cancer products in a patient 

with cancer and the following conditions apply: 

e studies are not intended to support FDA approval of new indication or a 
sjg~i~cant than e in the product labelin 

studies are not intended to support a sig~~~ca~t change in dve~ising for the 
uct. 

~~v~stigato~s an their fRBs determine that based on the scientific literature and 
e~e~ally knows clinical experience, there is no s~g#~~ca~~ increase in the rest c 
SsQ~~a~e~ ~~~~ t/x.? use of fhe drug ~ru~u~~~ 

to be conducted in co~~~ia~~e with fRB and enforced consent 
regulations, pursuant to 21 CFR parts 50 and 56. 

The studies wil not be used to romote unapproved ind~eatio~s~ in eo~p~iance with 21 
CFR 312.7* 

l~ow~ng examples of studies are being provided to illustrate the types of studies 
agency considers to be exempt, or not, from lND regulations 

Studies That Generally Are Exempt 

ed drugs to treat a cancer dj~~~e~t 
ling and using doses and schedules 

ose in the marketed drug labeling are usually exempt. An 
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may exist when standard therapy in the 
e (e.g.$ is associated with a survival benefit); in that case, use of 
men may expose patients to the risk of receiving an ~ne~e~t~ve 

therapy. 

oncology trials of marketed drugs may be consi wed exempt if such 
ppro~r~ate for the patient population (i.e., if patients have residual 
if there is no effective therapy that the patients have not yet 
.) therapy producing cure or a documented increase in survival). It 

e ~nvestigat~r~s respon~ibi~i~ to use starting doses that appear safe 
based on approved labeling or detailed iiterature reports, use i~~r~rnental 
changes in dose or schedule, and carefully evaluate toxicity prior to dose 

3. study of new combinations of drugs would not o rify constitute a 
infant risk if these combinations have been desc in the literature* 

en when the regimen describ in the literature does not use exactly the 
ses spanned for study, incre tal differences in doses from those 

in the literature would not Normandy pose a significant risk an 
not require an f&ID. 

Because of the danger of synergistic toxicity occurring with a new drug 
combinations if there are no data from the literature on its safety, the initial 
study of a new drug combination shoutd ordinarily be Reformed under an 1MD. 
Synergistic toxicity may be anticipated Then one a@nt interferes with the 
metabolism or elimination of the other agent; when both agents target the 
same metabolic pathway or cellular function; or when one agent targets 

pathways that are reasonably expected to modulate sensitivity to the 
t= tf it is determined that synergistic toxicity is likely, animal studies 
considered for determining a safe starting ose for the drug 

combination in humans. 

Studies of new routes or schedules of administration nut described in the 
sabering are generally exempt if there is su cient clinicaf experience 

described in the literature to determine that treatment is safe. ~n~tjal 
ex~er~e~~e with a new route of adm~njstration should be based on studies in 
animals and an ND should be submitted. 

. dies of high-dose ther cancer are exem 
Studies ~nvo~vjng adequately e at appear to have an 

te therapeutic ratio fur the ~o~u~at~on being studied may be 
considered exempt. Similarly, phase 1 studies involving incremental changes 
from such wel~~des~~bed regjmens are generally exempt. 
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s That Generafly Are Not Exempt 

s noted above, of the five criteria in § 312.2(b)( of protocol related 
one is protocol related. The following are exa neraf categories of 

studies of marketed cancer drugs that would likely nof be exempt from fN5 
regulation because of protocol-related issues. 

I Studies of cytotoxic: drugs are Normandy not exempt in patients for whom 
erapy would not be considered standard therapy an 

special j~sti~~ation. Any use of cytotoxic agents in non-malignant disease 
(e.g., rheumatoid arthritis, multiple sclerosis) would, most likely, be considered 
to alter the ae~eptab~l~ty of the risk of the agent. 

2, Studies of adjuvant chemothera y (Ghemothera~y given after surgery to 
remove cancer) are likely not exempt for the following reasons: 

e ~o~u~at~u~ studied has IQW risk of cancer referring after surge 
tm~nt with any toxic ther y may indicate a sign~~cant~y increased 

ard adj~vant therapy is available and produces a su~~val beneath 
substitution of new therapy for standard therapy poses a signi~~ant risk 
that the new therapy will not produce the same survival benefit. 

e If adj~vant trials are pro~er~y esigned, they usually will be able to 
demonstrate whether the ne therapy is safe and effective, and such 
results may lead to a mark g application. As discussed earlier, under 
regulatjons at 21 CFR 312 )(I), aIt investigations untended to summon 

ark~t~ng of a new product ~ndjcation~ sjgn~~cant change in product 
abe~i~g, or a sign~~~ant change in the advertising for a product require an 

Durrng FDA review of 1 5s intended to support marketing 
applications, the Agency will provide feedback about the acceptability of 
trial design for this purpose. 

* St~djes jnvolv~ng substitution of new agent of unproven activity are generally 
nut exempt in settings where st dard therapy provides cure or increase in 
survival. instance, in the ~rst-lone treatment of testicular cancer, ovarian 
cancer, b st cancer, leukemia, and lymph~ma, studies of new agents 
wjthout proven efficacy would likely not be exempt. tn this cas 
judgment is whether it is ethical to withhold standard therapy 
new agent. 

4. Studies et-e generally not exem t in settings where animal stu 
conducted to determjne a safe staling dose or schedule. 
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or example: 

al studies of a arketed drug given by a new route of administration are 

e ess adequately descri ed in the literature, initial studies of new drug 
combinations should usually be performed under an IND because of the 
possible occurrence of synergistic toxicity. As noted earlier, synergistic 
toxici~ may be anticipated when one agent interferes with metabolism 
or elimination of the other agent; when both agents target t same 
rnetabo~~~ pathway or cellular f~netion; or when one agent targets signaling 

athways that are reasonably expected to modulate sensitivity to the other 
agent. 

e tiaf s ies in ~~rnans of changes in schedule of mg administration 
ould neraliy be submitted in an IND. Some drugs have demonstrated 

antly greater toxicity w en given by an alternative schedule (e.g., 
rexate demonstrates much more hemato~ogic toxicity when given by 

prolonged administration compared to intermittent admin~strat~on)~ 

* Initial studies of drugs untended to be chemosensit~zers~ radiosens~ti~ers~ or 
resistance modulators should generally be submitted in an IND. Animal 
studies should be used to estimate the effect of the modulator on toxicity 
and to allow estimation of a safe starting dose in humans. 

ed to support approval of a new indication, a significant f; 
~abe~~ng~ or a s~gni~ca~t change in adve~~s~ng are not ex 

~)(i)~ (ii)). FDA believes that most randomized studies of a 
port a sabering supplement would fall in this category. 
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