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eprodisate, colchicine, and their interaction, strat-
ified according to baseline nephrotic status), indi-
cating that eprodisate had similar benefits for pa-
tients who received colchicine and patients who
did not receive colchicine. Thus, the observed dif-
ferences in outcomes in the two treatment groups
were not due to differential use of colchicine.
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DRS. LACHMANN AND HAWKINS REPLY: Manenti
and colleagues incorrectly deduced that in our
study, patients with AA amyloidosis associated with
diseases other than familial Mediterranean fever
were likely to have been treated with colchicine.

Colchicine is of singular benefit in patients with
AA amyloidosis associated with familial Mediter-
ranean fever because it greatly suppresses this par-
ticular chronic inflammatory disease. Their sug-
gestion that colchicine might be beneficial in
kidney disease due to other mechanisms of action
is not supported by the similar renal outcomes
among the 20 patients with familial Mediterranean
fever who received colchicine and the other 354 pa-
tients with other underlying inflammatory dis-
eases who did not (relative risk of end-stage renal
failure in the patients with familial Mediterranean
fever, 1.51; 95% CI, 0.61 to 3.75; P=0.37). Further-
more, treatment with colchicine has the potential
for severe toxic effects, the risk of which is in-
creased in the presence of renal impairment. Even
modest doses can cause diarrhea or vomiting that
may precipitate irreversible end-stage renal failure
in patients with amyloidosis.
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Human Papillomavirus Vaccine

TO THE EDITOR: In their editorial about the avail-
ability of a quadrivalent vaccine against human
papillomavirus (HPV) (Gardasil, Merck) that was
reported on by Garland et al.* and by the Females
United to Unilaterally Reduce Endo/Ectocervical
Disease (FUTURE) II Study Group? (May 10 issue),
Sawaya and Smith-McCune?® raise concerns regard-
ing the adequacy of cervical dysplasia as an effi-
cacy end point, disease due to HPV types not as-
sociated with the vaccine, the lower efficacy of the
vaccine among women who were previously infect-
ed with HPV than among those who had never been
infected, and the need for continued Papanicolaou
screening after vaccination. The approval by the
Food and Drug Administration (FDA) of the quad-
rivalent HPV vaccine relied on the end points of
moderate or severe cervical dysplasia (grade 2 or
3 cervical intraepithelial neoplasia [CIN 2/3]) or
adenocarcinoma in situ, or end points reflecting
more severe disease, because these histopatholog-
ical findings represent precursor lesions for cer-
vical cancer, and a diagnosis of CIN 2/3 with col-
poscopy results in treatment by means of excision
or ablation.* The FDA-approved label clearly in-

forms health care providers of the other concerns:
Gardasil “does not prevent infection with the HPV
types not contained in the vaccine”; it “reduced the
overall rate of CIN 2/3 or AIS [adenocarcinoma in
situ] caused by vaccine or non-vaccine HPV types
by 12.2% (95% CI [confidence interval]: —3.2%,
25.3%)” in women, regardless of their baseline
HPV status; there is “no clear evidence of protec-
tion from disease caused by HPV types for which
subjects were PCR [polymerase chain reaction]
positive and/or seropositive at baseline”; and women
receiving “Gardasil should continue to undergo
cervical cancer screening per standard of care.”
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TO THE EDITOR: In their article on introducing
HPV vaccine in developing countries, Agosti and
Goldie (May 10 issue)! suggest that “ideal” cervi-
cal-cancer prevention programs for developing
countries should include HPV vaccination. This
suggestion will remain premature until long-term
follow-up data exclude the possibility that HPV vac-
cination may be ineffective for the prevention of
invasive cervical carcinoma. Because it is uncertain
when such data will become available, it is essen-
tial in the meantime for developing countries to
allocate their limited resources toward screening,
rather than vaccination.

Cytologic screening is feasible anywhere cervi-
cal screening is appropriate and is the only pre-
ventive option currently available for public-sector
control of cervical cancer in developing countries.?
Past and current failures of cervical-cancer preven-
tion efforts in developed and developing countries
are attributable not to factors specific to cytologic
testing, but rather to lapses of political will and
quality management — to which all preventive
interventions, including vaccines, are vulnerable.?
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DRS. GARLAND AND KOUTSKY REPLY: Miller and
colleagues discuss the widely accepted concept that
CIN 2/3 and adenocarcinoma in situ are precancer-
ous cervical lesions. In HPV-vaccine trials, such le-
sions serve as surrogate end points for cervical can-
cer because follow-up without treatment is not an

ethical option™? and appropriate excisional or ab-
lative treatment usually prevents progression to in-
vasion. Moreover, the World Health Organization
endorses these end points for the assessment of
prophylactic vaccine efficacy.? Since rates of pro-
gression are lower for CIN 2 than for CIN 3 and
adenocarcinoma in situ,* it is noteworthy that a
combined analysis of the data from the HPV-
6/11/16/18 and HPV-16 vaccine trials showed sig-
nificant, high-level efficacy (297%) for prevention
of the separate HPV-16/18-related end points of
CIN 2, CIN 3, and adenocarcinoma in situ among
women who did not have infection with HPV-16/18
on day 1.°
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THE EDITORIALISTS REPLY: The FDA-approved la-
bel provided an important first look at evidence
in support of vaccine efficacy and safety; recently
published interim analyses from these ongoing
phase 3 trials provided a second look. Our edito-
rial raised additional unanswered questions beyond
the concerns addressed by Miller et al., including
overall vaccine efficacy in women unexposed to rel-
evant vaccine HPV types, effect on cytologic ab-
normalities, and effect on disease caused by HPV
types not included in the vaccine. The last ques-
tion is particularly important, in light of the sur-
prising report of vulvar cancer in a 22-year-old
trial participant who received the vaccine?; vulvar
cancer is rare (overall incidence, 2.2 cases per
100,000 persons) and occurs at a median age of
68 years in the United States.? This finding and the
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cited unanswered questions argue for a cautious
approach to vaccination policy until trials have been
completed and fully reported.
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DRS. AGOSTI AND GOLDIE REPLY: As we noted, the
need for long-term follow-up data are important,
which Suba and Raab emphasize. Furthermore, it
is imperative that momentum behind efforts in the
past decade to develop feasible options for cervical-
cancer screening in low-resource settings contin-
ues to build. The Bill and Melinda Gates Founda-
tion provided $55.6 million to the Alliance for
Cervical Cancer Prevention to promote screening
and $13 million toward the development of low-
cost HPV DNA tests and other tests. We believe it
is inequitable to exclude women in developing

countries from the potential benefits of vaccina-
tion, new technology, and screening approaches
that appear to be promising.*

We emphasized that an integrated approach
that includes screening and vaccination is likely to
prevent the greatest number of deaths from cervi-
cal cancer. However, countries will make their
own decisions about the best strategic approach
to cervical-cancer prevention, accounting for local
epidemiologic factors and disease burden,? com-
peting priorities, and the cost-effectiveness, af-
fordability, and feasibility of vaccination programs
targeting adolescents and the screening of adult
women. We urge that attention be given to real-
world solutions for preventing death from cervical
cancer in women living in poverty.
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Human Papillomavirus and Oropharyngeal Cancer

To THE EDITOR: The study by D’Souza et al. (May
10 issue)* on oropharyngeal squamous-cell carci-
nomas associated with human papillomavirus
(HPV) provides important epidemiologic insights
into a cancer that is becoming increasingly com-
mon in the United States.? However, the molecu-
lar mechanisms of carcinogenesis in HPV-associ-
ated oropharyngeal squamous-cell carcinomas
remain unclear.

The integration of HPV type 16 (HPV-16) into
the host genome is an important mechanism in
cervical carcinogenesis,® but there is no direct evi-
dence that this process occurs in oropharyngeal
squamous-cell carcinomas. The authors state that
Southern blot, real-time polymerase-chain-reaction
(PCR), and fluorescence in situ hybridization
analyses* have established integration sites but
that these methods provide only indirect evidence.
Direct evidence would require observation of the
viral DNA sequence either flanked or attached to

one end of human DNA (junction sequences). Mel-
lin et al.> did not observe this finding in HPV-16—
positive tonsillar carcinomas. We previously used
restriction-site PCR in more than 100 HPV-16 and
HPV-18 cervical cancers to identify many of these
junction sequences.® However, when we used this
same technique in 40 oropharyngeal squamous-
cell carcinomas that were positive for HPV-16, we
did not detect junction sequences (unpublished
data). This finding, which suggests a mechanism
of carcinogenesis that is distinct from that in cervi-
cal cancer, warrants further investigation.
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