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for patients with HPV16-positive OPC is currently intensive and re-
sults in substantial morbidity, albeit with a high survival rate, ongoing
trials are evaluating radiation deintensification among patients with
HPV-positive OPC. Thus, there may be less intensive treatment op-
tions in the future, especially for HPV-driven cancers diagnosed at an
earlier stage.

On the basis of available data, we estimate that, in regions like the
United States where rates of HPV-driven OPC are rare but increasing,
the number of individuals in the population needed to be screened to
detect one case of OPC is approximately 5,000 (assuming 70% of
tumors are HPV16 positive and 90% assay sensitivity), and the num-
ber of individuals who screened positive that would yield one case is
approximately 50 (assuming 99.0% specificity); this value decreases to
approximately 11 if specificity increases to 99.8% (Table 1). To put this
into context, in comparison with cervical cancer screening,”® the
number of individuals needed to screen to detect one cancer would be
higher for OPC because of differences in incidence, whereas the num-
ber of individuals who screen positive needed to detect one case would
be lower for OPC because of the high specificity of the HPV16 E6
assay, especially if test characteristics can be further improved.

It is too early to judge the suitability of HPV16 E6 antibody as a
screening tool for OPC, and we will continue to evaluate this poten-
tially important cancer prevention opportunity. However, because
OPC is only a subset of head and neck cancers, even if this marker is
proven successful as a screening test, efforts to evaluate markers for
non-HPV-related head and neck cancer are also important if we are to
have a global and meaningful impact.
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US Food and Drug Administration
Approval of Drugs for the Treatment
of Prostate Cancer: A New Era

Has Begun

To tHE EpITOR: Before 2002, only three drugs were approved by
the US Food and Drug Administration (FDA) for the treatment of
prostate cancer (PC)," as shown in Table 1, and only one of these
approvals® was based on a prolongation of survival from a randomized
clinical trial (RCT). Since then, that number has risen to 12,* with
nearly all new drug approvals (NDAs) a result of a survival benefit that
was documented in an RCT. What changed?

In 1993, under the umbrella of the newly formed organization
called the Prostate Cancer Foundation (PCF),” formerly the Associa-
tion for the Cure of Cancer of the Prostate (CaP CURE), leading
scientific and clinical experts in the treatment of PC were assembled
ona board whose mission was to use the resources of PCF to ﬁnd away
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diagnosis of advanced PC. Significant resources were initially pro-
vided by the founder and chairman of this group, Michael Milken,
who had been diagnosed with PC in 1993. This was followed by a large
fundraising effort by PCF to perpetuate the revenue stream that was
needed to support ongoing research initiatives. To date, $510 million
have been raised for PC rescarch, making this organization the largest
private sponsor of PC research in the world, funding more than 1,600
proposals at nearly 200 research centers in 16 countries.

The NDA for zoledronic acid® was issued by the FDA in 2002.
This was the first agent shown to decrease skeletal-related events (eg,
compression fractures) in an RCT of men with PC whose primary site
of metastasis is the skeleton. The impetus for this RCT was a PCF-
funded survivorship study that elucidated the relationship between
declining bone mineral density and hormonal therapy use in PC.
Next, work by clinical leaders in the PCF Clinical Consortium contrib-
uted to our understanding that PC was sensitive to taxane-based
chemotherapy regimens (ie, docetaxel; sanofi-aventis, Bridgewater,
NJ)*% docetaxel was FDA approved in 2004 after the publication of two
RCTs, one of which was led by a PCF clinical investigator and showed
an lmplovunent in survival in men with castration-resistant and

AV NN . ' 11 . PR CANTTN 4o LAV

Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

Correspondence

£
[e]
<
=
[ -
|
‘|2uY Pe|j0JIU0D PaZILCPUBI ‘)Y ‘UOREPUNOS =
180UBD) 9181S0Id ‘JDd 1evued aresoud ‘D ‘euowloy Bulses|ai-auoulioy Buziuiein} ‘HyH1 ‘uonensiuiupy Bnig pue pood SN ‘'vdd 4edued s1e150.d DN1BISEIBW JUBISISSI-UONIRISED ‘DdINYD SUOnBnaIaay o
4
BUON [BAIAINS [9XE1800p Jale DdAHO €L0¢ ggg-wnipey M
ioiebrsaaul o
40d & Ag ps| sem | DY jpewipue; 8yg T
"apILWBIN|EZUS JBACOSID O} Sio1eBnsaaul papuny »
-40d Buipes] ‘“DdINYD S8ALp UOISSaIdXaI8A0 W
101deoa1 usbospue 1eyl Buipueisispun ©
N0 0} BuIpea] yoJeasal adUsIds JISeq 8yl pepuny [eAIAING |oxe1820p 18148 DdINHD [ARer4 apluelnjezuy £
|eacidde 01 pa| 1Y) s1018B(150AU1 (221U112 40d mu
AQ pa| sjeut || pue || 9seyd 8yl Jo} wseIsSnyus H
paleiaual YoIyM ‘auoIsleNqge JO UoRDE 2z
4O WSIUBYD8W 3Y1 paullep eyl ApNis 8yl papuny [BAIAING |9XB1920p 81048q pue JsLe DdINYED FAReI4 auoIeIRIqY o
Jo1eB13s8AUl [BOIUD 4Dd B AG p8ionpuod W
sem |eacudde o1 ps| 1eyl 10y 1]] eseyd syl .,hL
pue ‘O 01 uonuane sk pauin} usy Auedwod M
oy “J01eBiSaAul [BOIUIO 404 Wedxe ue "
pue s1s150j01q BUCY YIM GRUINSOUSp Uo sybu Adelayy uoneaudsp usBoipue yum |
jusled pey oym Auedwod ay) Jsy1ebol ybnolg S1UGAS PBIE|SI-[EIBINS pejeal) Buieq Jaoued a1e)soid O11eISRIBWUCN €102 geuinsouaq m
panoidde sem |-]oonsindis LoIyM =
19148 1018B13$8AU [BDILND 4Dd & AQ P8 1DY w
111 @seyd sy1 01 Buipes| ‘Dd ul Adeisylounuiwg DdNHD o
10 Aceolya BunsebBns Apris || aseyd syl papun4 leAlung onewoldwAs Ajewiuiw 10 dnewoldwAsy 0102 1-|9one|ndis o
SUON |leAaung 1ex21820p 18142 DdNHD 0L0Z |joxelizeqe) m
1sobe HuH? o
BauUCN Ul SB 2|} SUOIBIS0ISaY ON Dd pasueApy 2002 xaiebag O
panosdde sem j9xe1a00p Yolym Jayje M
S1DY 11 aseyd ayy o) Buipes| ‘|8xe1s00p 0} m
BAINISUSS SEM Dd 1eu} Bujjeanal sioiebissaul O
jeaiuo 40d Ag uni seipnis |} eseyd pspund [BAIAING DdWHD t00¢ jexe1ad0Q .m
pancidda sem m
PIoE D1UOIPSIOZ YOIYM J914e | DY ||| @seyd syl =
0} Buipes] 'asn | H yum Alsuap |2iduill auoq w
Bujuoap BulsAosun $aipMs dIYSICAIAINS papuny SIUSAS PaIea-|B1a8|9s Dd oneselay 2002 pIDE DIUOIPBIOZ o
40d-8:d |eAIAINS Dd padueape Ajeoc 8661 1siuoBe HYH 9181808 U1j8i8s09 =
4Dd-81d a1 1o Ajenp Dd oneisels|y 9661 suosiupaid + auosuEXOMIN -

40d-84d 8)e1 asuodsal (o) 0d dumses|y 1861 suisnwellsy

uonNquUIuod 404 leaciddy o1 21RS 9seasIq fenosddy Bnig
Buipes wiod pu3 Ydd 40 B3

|eacuddy 01 paT 18Ul 404 AQ UonINgUILLY BuPnou| JBdUBY B1BISOId JO JuaWwleal] o) y(d 2yl Aq paiusid sjeacuddy Brug man jo Alrwwng 2aifojouoiyd L s[qer

DOCKET
LARM

A



https://www.docketalarm.com/

Correspondence

avoiding a testosterone flare became possible with a single agent in
2008 with the approval of degarelix,* a pure luteinizing hormone~
releasing hormone antagonist. Then, in 2010 and 2011, three new
agents were approved by the FDA for patients with PC: sipuleucel-T
(Provenge; Dendreon, Seattle, WA),? the first immunotherapy to
stimulate the body’s immune system and prolong survival, remark-
ably, in the absence of a prostate-specific antigen response; Jevtana
(cabazitaxel; sanofi-aventis),” another taxane-based chemotherapy
that prolonged survival after disease progression during treatment
with docetaxel; and finally, on September 16, 2011, the FDA granted
approval for Xgeva (denosumab; Amgen, Thousand Oaks, CA)* as a
treatment to increase bone mass in patients who are at high risk of
fracture from receiving androgen deprivation therapy for nonmeta-
static PC. PCF’s sentinel contributions leading to FDA approval for
two of these three agents are described in Table 1. During the last 2
years, abiraterone acetate® and enzalutamide,* two novel forms of
hormonal therapy that have been shown in the context of multi-
institutional RCTs to prolong survival and improve patient-reported
health-related quality of life for men with castration-resistant and
metastatic PC, have been approved by the FDA and are now being
tested in earlier stages of the disease by cooperative groups around the
world. The expectation is that these agents will increase the probability
of cure for men with newly diagnosed high-risk and nonmetastatic
PC. PCF played the major role in defining the mechanism of action
of these drugs, and in one case, supported the research that led to
the discovery of the drug. In both cases, PCF clinical investigators
led the RCTs that resulted in FDA approval, as detailed in Table 1.
Finally, on May 15, 2013, the first radiopharmaceutical, radium-
223," was found to prolong survival in men with PC and bone
metastasis refractory to conventional hormonal therapy.® By selec-

tive uptake in bone and the short distance (<< 1 mm) over which
the charged particle (ie, alpha particle) acts, damage to surround-
ing hematopoietic tissues was minimal.

Therefore, of the nine NDAs that occurred after 2002, six were
driven by research and collaborations that existed because of PCF, as
shown in Table 1. Today, with federal funding initiatives for cancer
research continuing to decline, the need for novel approaches, such as
that used by PCF to fund the research that lead to NDAs, are needed
across all cancers.
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