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DECADENCE: Tata Memorial Hospital, WHO/IARC, US
NCI, and Gates Foundation deliberately allowed human
beings to die merely to contemplate questions that had
already been answered.

Delphi l Exercise

REMEDY: Tata Memorial Hospital, WHO/IARC, US
NCI, and Gates Foundation should embrace the Golden
Rule of “improving health outcomes as rapidly as possible
among as many people as possible,” and assimilate the
policy implications of the Golden Rule.
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HPV Infection
Cervical screening prevents cervical cancer by detecting and
treating pre-cancerous lesions before they progress to cancer.




Visual screening tests (VIA)
(introduced during 1930s)

Pap cytology smears
(introduced during 1940s)

Chemiluminescence
Hybrid Capture System

U— Human papillomavirus tests (HPV)

Alk. Phosp. chemiluminescence

(introduced during 1990s)




CERVICAL CANCER INCIDENCE RATES, 194/7-2008

m USA (population ~314M) = Ho Chi Minh City (population ~9M)
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\ U.S. Preventive Services
‘ Task Force Exmsmmm ST

Effectiveness of Early Detection and Treatment

Introduction of screening to populations naive to screening reduces cervical cancer rates
by 60% to 90% within 3 years of implementation (19). The reduction of mortality and
morbidity associated with the introduction of cytology-based screening is consistent and
equally dramatic across populations. Correlational studies of cervical cancer trends in
countries in North America and Europe demonstrate dramatic reductions in incidence of
invasive cervical cancer and a 20% to 60% reduction in cervical cancer mortality since
the onset of widespread screening. 3

No published studies have evaluated, in an ideal way, the age at which to begin
screening, the age at which to end screening, and how often to screen. The USPSTF
considered the following types of evidence to determine when screening for cervical
cancer should begin: incidence, prevalence, and mortality of cervical cancer in young
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U.S. Preventive Services Task Force

USPSTFHome = ResourcelLinks [ E-mail Updates

You Are Here: U.S. Preventive Services Task Force > Topic Index > Counseling: Tobacco Use > Recommendation Statement

Counseling to Prevent Tobacco Use and Tobacco-Caused Disease

Recommendation Statement

This statement summarizes the current U.S. Preventive Services Task Force (USPSTF) recommendation on counseling to prevent tobacco use and tobacco-caused disease and the supporting scientific
evidence, and updates the 1996 recommendation contained in the Guide to Clinical Preventive Services, Second Edition.

The information found here is current for children and adolescents. This recommendation has been updated in part for adults and pregnant women. Go to
http:/fwww.uspreventiveservicestaskforce.org/uspstfiuspstbac2.him to view the new recommendation for adults and pregnant women, published in April 2009.

Summary of Recommendations

+ The USPSTF strongly recommends that clinicians screen all adults for tobacco use and provide tobacco cessation interventions for those who use tobacco preducts.

Rating: A Recommendation.

Screening for Cervical Cancer

This topic page summarizes the U.S. Preventive Services Task Force (USPSTF) recommendations on screening for cervical cancer.

Current Recommendation
Release Date: March 2012

These recommendations apply to women who have a cervix, regardless of sexual history. These recommendations do not apply to women who have received a diagnosis of a high-grade precancerous
cervical lesion or cervical cancer, women with in utero exposure to diethylstilbestrol, or women who are immunocompromised (such as those who are HIV positive).

#* The USPSTF recommends screening for cervical cancer in women ages 21 to 65 years with cytology (Pap smear) every 3 years or, for women ages 30 to 65 years who want to lengthen
the st:reemng |nterval st:reenmg with a combination of cytology and human papillomavirus (HPV) testing every 5 years. See the Clinical Considerations for discussion of cytology

recommends agalnst screening for cervical cancer in women younger than age 21 years.
Grade: D Recommendation.

* The USPSTF recommends against screening for cervical cancer in women older than age 65 years who have had adequate prior screening and are not otherwise at high risk for cervical
pommmme Qe btlam limiasa]l Camncidarastiamne Ffar dicriccimnmn af adarmimeyv af ariar coarasninm and Fricele Famtmare
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“With the exception of
stopping the population from
smoking, cervical cytological

screening offers the only
major proved public health
measure for significantly
reducing the burden of cancer
today.”

Imperial Cancer Research
Fund. BMJ, 1984



Papanicolaou Screening in Developing Countries

An ldea Whose Time Has Come

1 5. Raah, MDD,#

Abstract

Cervical cancer is the leading cause af cancer-
related death among women in developing countries.
Although pragress is optional in all settings,
Fapanicolaou screening is feasible anywilere that
cervical screening is appropriate and showld be
implemented withowt further delay in high-risk
canumunities With access fo curative treatrent Services.
Successful prophylacric cervical cancer vaccines,
praspects for which remain uncertain, will not eliminate
requirements for cervical screening. The feasibility of
human papillomavirus test analysis has not been
demenstrated in low-resource develaping country
settings. Because past failures af cervical screening in
developing countries are attributable fo failures in
progranmatic guality rather than to technological
limitations of the screening test. a shift in paradiematic
focus from technology towand guality is mandatory.
Because visual scresning technigues coupled with
mmediate ablative treatment are rendered obsolete by
an embedded quality-control paradex, a maratorium
showld be placed on all such programs. Considerable
appartunity cests, bame by the underserved, are
associated with pricritizing research of navel
interventions in developing countries when satisfactory
imterventions already exist
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“We maintain that inclusion of a
no screening arm in such a
randomized trial is problematic,
because any negative
findings from that arm will not
be generalized to other
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Cervical cancer is the leading cause of cancer-related
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Papanicolaou Screening in Developing Countries

An ldea Whose Time Has Come

Evic J. Suba, MDD, " and Stephen 5. Raab, M, ¢ on behalf of the Viet/ American Cervical Cancer

Prevention Project

Abstract

Cervical cancer is the leading cause af cancer-
related death among women in developing countries.
Although pragress is optional in all settings,
Fapanicolaou screening is feasible anywilere that
cervical screening is appropriate and showld be
implemented withowt further delay in high-risk
cammunities with ace
Successful prophylacric cervical cancer vaccines,
praspects for which remain uncertain, will not eliminate
requirements for cervical screening. The feasibility of
human papillomavirus test analysis has not been
demenstrated in low-resource develaping country
settings. Because past failures af cervical screening in
developing countries are attributable fo failures in
progranmatic guality rather than to technological
limitations of the screening test. a shift in paradiematic
focus from technology towand guality is mandatory.
Because visual scresning technigues coupled with
mmediate ablative treatment are rendered obsolete by
an embedded quality-control paradex, a maratorium
showld be placed on all such programs. Considerable
appartunity cests, bame by the underserved, are
associated with pricritizing research of navel
interventions in developing countries when satisfactory
imterventions already exist

i5 10 curative treaitient Services.

L American Sacity for Dinical Fathaology

Cervical cancer is the leading cause of cancer-related
death among women in developing countries, where more
than B of new cases of cervical cancer occur.! The impact
of this disease is likely w increase over time. As recently
publicized by the World Health Organization, global cancer
rates could increase 509 by the year 20207 Introduction of
conventional Papanicolaou cytologic (Pap) screening services

ces cervical cancer

Lo |:IU|.'ILI._:1|il:"I!-\. naive 1o screc
rates by G049 w 90% within 3 years of implementation; these
reductions of incidence and mortality are consistent and

dramatic scross populations.” On a global scale, the Pap test
is, therefore, the “single best cancer screening procedure’™
amd cervical cancer the most preventable form of cancer-

related death among women.

Technological and Sociopolitical Issues

In general, pest failures of Pap screening in developing

countries can be related directly not o technological limita-
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th'i'.J|}.J1i|JLHI obstacles have led w documented decreases in
cervical cancer incidence.® In contrast, technological
improvements 1o the conventional Pap test (including liguid-
based monelayer and human papillomavines [HPV] westing)
have not been associated with improved long-term clinical
outcemes in any setiing® and are unlikely to be associated
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“No one unaffiliated with the
tobacco industry has suggested
delaying lung cancer prevention

efforts pending completion of

randomized trials comparing
smoking with no smoking.”

“Women enrolled in no-
screening arms of randomized
trials comparing cervical
screening with no screening
should be reassigned to
screening arms without further

delay.”
Suba EJ, Raab SS. AJCP,
March 2004




: IARC Handbooks of Cancer Prevention, Volume 10 - Cervix Cancer Screening,
“Lyon, 20-27 April 2004
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INDIAN JOURNAL OF US-funded measurements of cervical cancer death rates in India: scientific
MEDICAL ETHICS and ethical concerns

Vol XINo 3 July-September 2014

(incorporating Issues in Medical Ethics, cumulative Vol XXII No 3)

ERIC 3 FUBA [ON BEHALF OF THE ¥IET/AMERILAN CERVICAL CANCER PREVENTION PROJELT, 2295 WALLEM) STREET, SUITE 508, 5AN FRANLISCO,
CALIFORMNIA R4123]

www.ijme.in

Response to an article titled “US-funded measurements of cervical cancer
death rates in India: scientific and ethical concerns” by Eric Suba, published
online on April 17,2014 in the Indian Journal of Medical Ethics

HEMGASWAMY ZANKARANARAYANAN  FHAGWAN M NEME', SURENDRA SHASZTHY, PULLIKOTIL EKKUREU ESMYS, HALLKAM|CAN HAFKUMAR",
RICHARD MUWOMGE", RAJARAMAMN SWAMINATHAN, S¥YLLA G MALVY, SHUBADA KAMNE®, SANGEETA DESAL', ROHINI KELKAR' ', SARIAY
HINGMIRE™, EASTURI BAYANT™

F[E'E[J-DFISE b’}" Eric Suba to Sankara narayanan et al

Us-funded measurements of cervical cancer death rates in India - scientific and ethical concerns

ERIC J SUBA, O BEHALF OF THE VIET/AMERICAN CERVICAL CAMNCER PREVENTION PROUECT

| ethics i chall and solutions

Ethics| blintlspoteof aTuskegeu scldntist Direcnan, Jhirical Laberaposie, Kaiser Peimanercie Medice] Certer, 350 Saint Jonaph Swvenue, San Francisco, Caldormia 08175, USA e- il ericduba @ gmailcam

“High-quality screening must be provided to all surviving
unscreened women without further delay.... Those who suffered
avoldable harm and death, as well as their families, should be

promptly and fairly compensated.”
Suba EJ. Ind J Med Ethics, 2014




Int. J Cancer: 68, 770-773 {1996)
¢ 1996 Wiley-Liss, Inc.

- . Publication of the Internanonal Union Againsi Cancer
Publication de 'Umon Internatonale Contre le Cancer
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EARLY DETECTION OF CERVICAL CANCER BY VISUAL INSPECTION:
A POPULATION-BASED ST

UDY IN RURAL INDIA

B.M. NENES. S. DESHPANDE-, Kasturi JAYANT', Awul Madhukar BUDUKH!, P.S. DALE!. D.A. DESHPANDE!, Aruna S. CHIWATE',

Svlla G. MALVT, S. DEOKAR®, D. Maxwell PA

RKIN® and Rengaswamy SANKARANARAY ANAN®*

"Tata Memonial Cenire Rural Cancer Project, Nargis Duit Memonal Hospiial, Barshi, Maharashtra, India; *Barshi Maternity and
General Co-operative Fospital, Burshi, India; *Department of Cytopathology, Tata Memonial Hospital, Mumbat {Bombay), India;
Primary Health Centre, Agalgaon, Barshi, India: and *Unit of Descriptive Epidemiology. International Agency for Research on

Cancer, {.von 07, France.

“Our results make it appear highly unlikely that unaided visual
Inspection could be a useful procedure for control of cervical cancer.”

“The logistics of Im

nlementing visual cervical inspection are

considerable, and the input required may not be much inferior to that

requirec

for a cytology programme.”

Nene BM, Sankaranarayanan R, et al. Int J Cancer, 1996






Veterans and Zombies
‘The Hype Behind the Health Care Scandal

JUNE 19, 2014

Paul Krugman

2008 Nobel

Laureate In
Economic
Sciences

You've surely heard about the scandal at the Department of Veterans Affairs.
A number of veterans found themselves waiting a long time for care, some of
them died before they were seen, and some of the agency’s employees
falsified records to cover up the extent of the problem. It’s a real scandal;
some heads have already rolled, but there’s surely more to clean up.

As you might guess, conservatives don’t like the observation that American
health care performs worse than other countries’ systems because it relies
too much on the private sector and the profit motive. So whenever someone
points out the obvious, there is a chorus of denial, of attempts to claim that
America does, too, offer better care. It turns out, however, that such claims

invariably end up relying on zombie arguments — that is, arguments that

have been proved wrong, should be dead, but keep shambling along because




The argument that Pap screening is not feasible/desirable in
countries such as India is a Zombie Argument.
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Its political purpose is to transmute public-health interests
Into research and commercial interests.



Zombie Arguments in Global Health

“I would be loathe to recommend starting a screening program
with conventional Paps in a country with no current screening

program in place.”
Richart RM, Columbia University

“| agree.”
Sankararayanan R, WHO/IARC

Contemporary Ob/Gyn, 2001



BILL&MELINDA
(GATES foundation

ALL LIVES HAVE EQUAL VALUE

The Alliance for Cervical Cancer Prevention (which includes
WHO/IARC and PATH Seattle) was established in 1999 with a gift
of US $50 million from the Bill and Melinda Gates Foundation.

The Alliance’s central founding assumption: non-cytologic
technologies, rather than Pap smear screening, are the most likely
solution to the problem of cervical cancer in developing countries.



TRUTH:
“Although 95% of institutions at all health care levels in East, Central
and Southern African countries had the basic infrastructure to carry
out cervical cytology screening, only a small percentage of women

were actually screened.”
Chirenje ZM et al. Bull WHO, 2001

ZOMBIE ARGUMENT:
“In our view, many low-income developing countries, particularly
most of those In sub-Saharan Africa, currently have neither the
financial and manpower resources nor the capacity in their health

services to organize and sustain a screening programme of any sort.”
Sankaranarayanan R et al. Bull WHO, 2001



TRUTH:

“Our results clearly show that good-quality cytology can
Implemented even in a rural setting of a developing country with
reasonable investment.”

Sankaranarayanan R et al. Int J Cancer, 2005

ZOMBIE ARGUMENT:

“The fact that population-based cytology screening Is not feasible In
India Is not our Invention....Eric Suba states that ‘Papanicolaou
screening Is feasible anywhere that cervical screening Is appropriate’
which indicates that he has little understanding about the prevailing
conditions in many low- and middle-income countries in sub-Saharan
Africa, Central America, and South Asia.”
Sankaranarayanan R et al. Ind J Med Ethics, 2014



Effect of VIA Screening by Primary Health Workers: Randomized
Controlled Study in Mumbai, India

Surendra 5. Shastr, Indraneel Mittra, Gauravi A Mishra, Subhadra Gupta, Rajesh Dikshit, shalini Singh, Rajendra A. Badwe
Manuscript recelived August 13, 2013, revised December 20, 2013, accepted December 21, 2013,

Comespondence to: Surendra 5. Shastn, WMD, B Mo, 308, Service Blodk, Tata Memorial Centre, Parel, Mumbai 400012, India {e-mail; surendrashastri@
amall.com).

Background Cervical cancer is the leading cause of cancer mortality among women in India. Because Pap smear screening is
not feasible in India, we need to develop effective alternatives.

Methods A cluster-randomized controlled study was initiated in 1998 in Mumbai, India, to investigate the efficacy of visual
inspection with acetic acid (V1A) performed by primary health workers in reducing cervical cancer mortality. Four
rounds of cancer education and VIA screening were conducted at 24-month intervals in the screening group,
whereas cancer education was offered once at entry to the control group.The study was planned for 16 years to
include four screening rounds followed by four monitoring rounds. We present results after 12 years of follow-
up. Poisson regression method was used to calculate the rate ratios (RRs); two-sided «* was used to calculate the
probability.
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HPV Infection
Cervical screening prevents cervical cancer by detecting and
treating pre-cancerous lesions before they progress to cancer.
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HPV Infection

The most important quality of any cervical screening test is its
disease detection rate for pre-cancerous lesions.




Detection rates for pre-cancerous lesions (HSIL) in Mumbali

' : - Principle
Study setting Intervention studied Investigator
Mumbai _
cross-sectional VIA Shastri SS
TMH
RCT VIA TMH
Round 1
TMH
RCT VIA TMH
Round 2
TMH
RCT VIA TMH
Round 3

Data sources: Shastri SS et al. Bull World Health Organ. 2005;83(3):186-94
Mittra | et al. Int J Cancer. 2010;126(4):976-84




Documents obtained through the US Freedom of Information Act show that
the TMH RCT did not compare valid cervical screening to no-screening.

The TMH RCT compared “downstaging” (i.e. “visual inspection’) to “no-
downstaging.”

Principal Invesbgalor/Program Cirector (Last, Mrst, middie): ___MITTRA INDRANEEL

Of the 2 arms of the intervention trial, women in the study arm were to receive physical
examination of the breast and teaching of BSE and visual inspection of the cervix. The
visual examinaton o

Zimbabwe study (21) discussed above, and the cervix is painted with 2% acetic acid
before examination so as to identify more reliably acetowhite patches as suspicious.
However, the modification was implemented a few months after the study was started. So
that out of 21,542 women in the intervention arm who were given an examination, only
15,755 women were screened by VIA (2% acetic acid).

The number of women in each ann has been augmented to 50, UDD instead of the mmal




<€ Cervical screening >
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Histology | an1 | an2 | CIN 3 staging

| Very Mild/ | Moderate I Severe | Situ | Invasive I
Normal  Mild Dysplasia Dysplasia Dysplasia Carcinoma  Carcinoma

e ol I I XTX]
S e T Peee s

HPV Infection
“Downstaging” Is an esoteric test that, by design, does not detect
pre-cancerous lesions. No competent physician would recommend
or adopt a cervical screening test that, by design does not detect pre-
cancerous lesions.
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“Our results make it appear highly unlikely that unaided visual
Inspection could be a useful procedure for control of cervical cancer.”

“The logistics of Im

nlementing visual cervical inspection are

considerable, and the input required may not be much inferior to that

requirec

for a cytology programme.”

Nene BM, Sankaranarayanan R, et al. Int J Cancer, 1996
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The TMH RCT studied an esoteric “downstaging” test that no competent
physician would recommend or adopt

Study setting

Intervention studied

Principle
Investigator

Mumbai
cross-sectional

V1A screening

Shastri SS

TMH
RCT
Round 1

VIA downstaging

TMH

TMH
RCT
Round 2

V1A downstaging

TMH

TMH
RCT
Round 3

VIA downstaging

TMH

Data sources: Shastri SS et al. Bull World Health Organ. 2005;83(3):186-94
Mittra | et al. Int J Cancer. 2010;126(4):976-84
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By design, the TMH RCT withheld valid cervical screening tests
from 151,538 women in both intervention and control groups during
the 15-year period required for enough women to die from cervical
cancer to assess whether an obsolete “downstaging” test, which
could not reduce cervical cancer incidence rates, might nevertheless
reduce cervical cancer mortality rates.



It is unlikely that any of the 151,538 subjects of the TMH RCT
will ever receive valid cervical screening tests (i.e. tests that
actually detect pre-cancerous lesions).
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Rockville, Maryland 20852

Telephone: 240-453-8132

FAX: 240-453-6909

E-mail: Kristina Borrorahhisoy

July 5, 2012

Dr. Aml K D'eruz, M.S.
Director

Tata Memonial Hospital
Dr. E. Borges Road
Parel

Mumbai, Maharashtra
INDIA

RE: Human Research Protections Under Federalwide Assurance FWA-6143

Research Project: Early Detection of Common Cancers in Women in India
inci pesti ; Dr. Surendra Srinivas Shastri

Principal Investigator:
HHS Protocol Number: SR01CA074801

Dear Dr. D'cruz:

Thank you for your June 4, 2012 report in response to our May 7, 2012 request that
Tata Memonal Hospital (TMH) evaluate allegations of noncompliance with
Department of Health and Human Services (HHS) regulations for the protection of
human research subjects (45 CFR part 46). Based on review of your response, we
make the following determinations:

A_Deternunations regarding the above-referenced research

consent. The research study mvolved offering the subjects a form of screening for
breast and cervical cancer that is different from mammography and Pap testing

which are considered the “gold standard™ for such screenmg. It has been reported
that the medical social worker responsible for obtaining the consent from subjects

Withholding valid cervical
screening tests from 151,538
women for 15 years required
Informed consent procedures
determined to be unethical by

the US Office for Human

Research Protections. TMH

RCT subjects were not
adequately informed of life-
saving differences between

cervical screening,

“downstaging,” and no-

screening.
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“To suggest, as do Sankaranarayanan et al, that Indian women
would knowingly consent to be randomly assigned to more death —
Instead of to more life — Is to suggest that Indian women are

unimaginably stupid.”
Suba EJ. Ind J Med Ethics, 2014




Principal Investigator/ Program Director (Last, first, middle): DINSHAW Ketayun A,

Compared to data reported to

Improvement in Downstaging: US NCI in 2005 (obtained
Table - 5: Staging of Cervix cancer cases at diagnosis (Intervention Arm) through US Freedom of
Screening Stage (CIS + 1 +1i) | Stage (Il +1V) Total Information Act; upper table)
Round ) N ’
7 Screening 07 (35%) 13(65%) | 20 data published in 2010 (lower
(C1-10) table) show higher
(2’" c fc" 91%3””9 14 (50%) 14(50%)| 28 percentages of early-stage
' 3n’d Screenfng“mh 09 (60%) 06 (40%) 15 cancers In the Interventhn
(IC1-6) arm. All discrepancies favor
Table 5. Staging at diagnosis (cervix-screening arm) the study res_ult SOL_'ght by
NCI-funded investigators:
Staging that DVI/VIA had caused
Early stage  Late stage  not downstaging. Reasons for
Screening round (0 + | + 1I) (m + v available Total discrepancies in total
One 16 (80.00%) 4 (20.00%) O 20 numbers of cases during each
Interval cancers 7 (58.33%) 5 (41.67%) 2 14 RCT round are unknown. The
Two 10 (88.33%) 2 (16.67%) O 12 discrepancies were not
acknowledged in publications
Interval cancers 12 (60.00%) 8 (40.00%) 2 22 from the NCI-funded study.
Three 17 (100.00%) O 0 17




Table - 7: Staging of Cervix cancer cases at diagnosis (Control Arm)

Health Stage (CIS + I +1|) | Stage (Ill + V) Total
education /
Surveillance
Rounds
Round 1 03 (37.5%) 05(62.5%)| 08
(IC 1~10) i
Round 2 06 (42.9%) 08 (57.1%)| 14
(IC 1~ 10)
Round 3 06 (50%) 06 (50%) 12
(IC1-6)
Round 4 02 (50%) 02 (50%)| 04
(IC1 - 5)
Ongoing
Table 6. Staging of symptomatic referrals at diagnosis
(cervix-control arm)
Staging
HE/monitoring  Early stage  Late stage not
rounds O+1+Mm @+ available Total
One 1(14.29%) 6 (85.71%) 1 8
Two 9 (37.50%) 15 (62.50%) 4 28
Three 4 (33.33%) 8 (66.67%) 2 14

Compared to data reported to
US NCI in 2005 (obtained
through US Freedom of
Information Act; upper table),
data published in 2010 (lower
table) show higher
percentages of late-stage
cancers in the control arm.
All discrepancies favor the
study result sought by NCI-
funded investigators: that
DVI/VIA had caused
downstaging. Reasons for
discrepancies in total
numbers of cases during each
RCT round are unknown. The
discrepancies were not
acknowledged in publications
from the NCI-funded study.




U5, Department of Health & Human Services £z www.hhs.gov

THE OFFICE OF ® Contact Us =1 SR

RESEARCH =
INTEGRITY

Home  AboutORI - News & Events - Research Misconduct - RCR Resources - Programs - Policles & Regulations - Assurance Program - The US OﬁICe fOI’

ame > Moot > ot se About OR! Research Integrity

= Printer Friendly - - - -

Policies - ORI Mission Meet the Directors IS InveStlgatl ng
Historical Background =

[Federal Register: May 12, 2000 (Volume 65, Number 93)] Office of the Director Cred I b I e

[Motices] Division of Investigative Oversight -

[Page 30600-30601] Division of Education and Integrity al I eg atl O nS that

From the Federal Register Online via GPO Access [wais.access.gpo.gov] L. .

oG 2053 data falsification

DEPARTMENT OF HEALTH AND HUMAN SERVICES Contact ORI

Office of the Secretary; Office of Public Health and Science Directions to ORI Office may h ave

My URLs

Office of the General Counsel

Statement of Organization, Functions, and Delegations of Authority

nullified the

Part A, (Office of the Secretary) of the Statement of Organization, Functions, and Delegations of
Authority for the Department of Health and Human Services, Chapter AC, Office of Public Health and
Science (OPHS), paragraph ACA, Immediate Office, as last amended at 62 FR. 5009-10, 2/3/97; and
paragraph ACF, Office of Research Integrity {ORI), as last amended at 60 FR 56606-06, [Page 30601]
dated November 9, 1995, are being amended to make policy changes approved by the Secretary.
Specifically, the Notice is to reflect that the Assistant Secretary for Health {ASH) will make proposed
findings of research misconduct and administrative actions in response to allegations of research

Misconduct Case Summaries SCientifiC Val idity
of the TMH RCT

Newsletter

misconduct involving research conducted or supported by components of the Public Health Service Follow Us on Twitter

conclusion that
(PHS); that direct investigations, previously conducted by ORI, will be conducted by components of the

(14 - 77
downstaging
PHS for intramural research and by the Office of Inspector General for extramural research; and that
role and structure of ORI will be changed to focus more on preventing misconduct and promoting A 1
nnual Report System re uce CerV|Ca

research integrity through expanded education programs. The changes are as follows:

| | Y&

|. Amend Chapter AC.20 Functions, paragraph A. "Office of Public Health and Science," paragraph . PHS Administrative Action Can Cer I I l rtal Ity
titled, "The Immediate Office (ACA)" by adding the following new clause: Bulletin Board [ L]

—

(1) Proposes findings of research misconduct and administrative actions in response to allegations of
research misconduct involving research conducted or supported by the Public Health Service (PHS) Social Media
OPDIVs, including reversal of an institution's no misconduct finding or cpening of a new investigation.




“Much of the scientific literature,
perhaps half, may simply be
untrue....The bad news is that
nobody is ready to take the first
43 step to clean up the system.”
Richard Horton, United Kingdo
Editor-in-Chief

The Lancet

Richard Horton
Editor in Chief
The Lancet
April 11, 2015
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Zombie Argument:
Effects result from causes that do not exist

Osmanabad Disease detection Cervical cancer death rate
screening test rate reduction?
Pap smears 1.0% NTo
Hybrid Capture 2®
HPV/ 0.9% YES

The Osmanabad RCT concluded that superior HPV test death-rate
reduction was caused by superior disease detection.

That conclusion is absurd.



“The unexpected lack of correlation between detection rates
reported for the screening tests and subsequent mortality rates

requires careful consideration. ”
Suba EJ, Cibas ES, Raab SS. NEJM, July 2009

“That HPV testing had a higher detection rate than that of

cytologic testing or VIA is clear from our findings.”
Sankaranarayanan R. NEJM, July 2009



Disease detection rates:

HPV tests:  0.9%
Pap smears: 1.0%

Zombie Argument:
“That HPV testing had

a higher disease

detection rate than that
of cytologic testing is
clear from our
findings.”
Sankaranarayanan R.
NEJM, July 2009
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CINE

JOURNAL o MEDI

APRIL 2, 2009
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HPV Screening for Cervical Cancer in

Rengaswarmy Sankaranarayanan, M.D., Bhagwan M. Mene, M.D., F.R.CF
Kasturi Jayant, M.5c., Richard Muwonge, Ph.D., Atul M. Budukh, Ph.C.,
Sylla G. Malvi, M.5c., Ph.[v, Ranjit Thorat, B.5c., Ashok Kothari, M.D., Roshan Cl
Shubhada Kane, M.D., Sangeetha Desai, M.D., Vijay B. Keskar, b
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Rural India

Surendra 5. Shastri, M.D.,
Sanjay Himgmire, B.5¢c.,
1inoy, M.D.. Rohini Kelkar, M.D.

.5, Raghevendra Rajeshwarkar, M.D.,

Mandkumar Panse, B.Com.. and Ketayun A. Dinshaw, M.D., F.R.C.R.

ABSTEALT

HALEL-RISUMD

[n Ocrober 1999, we began oo measure che cffect of a single round of screcning by
testing for human papillomavires (HPY), cytologic testing, or visual inspection of
the cervix with acetic acid (WIA) on the incidence of cervical cancer and the associ-
ated raves of death in the Osmanabad districe in India.

METHO DS

[n this cluster-randomized trial, 52 clusters of villages, with a total of 131,746 healthy
women between the ages of 30 and 59 years, were randomly assigned o four groups
of 13 clusters cach. The groups were randomly assipned o undergo screcning by
HEV tescing (34,126 women), oyoologic testing (32,058), or VIA (34,074) or to receive
standard care (31,488, control group). Women who had positve results on screcn-
ing underwent colposcopy and directed biopsics, and those with cervical precanoer-
pus lesions or cances received appropriate eatment.

HESRILT S

[n the HEV-testing group, cervical cancer was diagnosed in 127 subjects {of whom
39 had stage [1 or higher), as compared with 118 subjects (of whom 82 had advanced
dizeasr) in the control group (hazard ratio for the detection of advanced cancer in
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Disease detection rates:

HPV tests:  0.9%
Pap smears: 1.0%

Zombie Argument:
“That HPV testing had

a higher disease
detection rate than that
of cytologic testing is
clear from our
findings.”
Sankaranarayanan R.
NEJM, July 2009

Landmark Study in New England Journal of
Medicine Shows HPV Testing Significantly
Reduces Deaths from Cervical Cancer,
Compared to other Methods Including Pap

QIAGEN donates one million tests to expand access to HPV
screening in the world's poorest countries

Venlo, The Netherlands - April 1, 2009 - Results from an eight-year trial involving more than
130,000 women published today in The New England Journal of Medicine (NEIM) demonstrate that
in low-resource settings a single round of HPV testing significantly reduces the numbers of advanced
cervical cancers and deaths, compared with Pap (cytology) testing or visual inspection with acetic
acid (VIA). The trial used QIAGEN's (NASDAQ: QGEN; Frankfurt, Prime Standard: QIA) digene
HPV Test, which detects high-risk types of human papillomavirus that cause cervical cancer.

"The implications of the findings of this trial are immediate and global: international experts in
cervical-cancer prevention should now adapt HPV testing for widespread implementation," wrote
Drs. Mark Schiffman and Sholom Wacholder of the U.S. National Cancer Institute in an editorial that
accompanied the study in the NEJM. "The remarkable promise of the Indian trial presents a worthy
global challenge to implement smart, regionally tailored strategies that will efficiently save millions
of lives 1in the years ahead."

Following this milestone study. over the next five years QIAGEN will donate one million HPV tests,
with a total estimated value of over US$30 million (based on U.S. list prices), as part of its broader
global access program to provide the highest quality cervical cancer screening technologies to women
in developing countries. Nearly 300,000 women die of cervical cancer every year, with 80% of
deaths occurring in developing countries.

QIAGEN's commitment to expanded access to HPV screening includes:




Zombie Argument:
Effects result from causes that do not exist

Osmanabad Disease detection Cervical cancer death rate
screening test rate reduction?
Pap smears 1.0% NO
Hybrid Capture 2®

Zombie Arguments enabled the Osmanabad RCT to be the first
study in world history to conclude that high-quality Pap screening
does cause reductions in cervical cancer death rates.

That conclusion is absurd.



BILL&MELINDA
(GATES foundation

ALL LIVES HAVE EQUAL VALUE

The Alliance for Cervical Cancer Prevention (which includes
WHO/IARC and PATH Seattle) was established in 1999 with a gift
of US $50 million from the Bill and Melinda Gates Foundation.

The Alliance’s central founding assumption: non-cytologic
technologies, rather than Pap smear screening, are the most likely
solution to the problem of cervical cancer in developing countries.
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Test group biases and ethical concerns mar New England Journal of

Medicine articles promoting HPV screening for cervical cancer in
rural India

“Assessments of
i e numerous internal biases
suggest that the widely
reported conclusions
may be significantly
misleading.”

Austin RM, Zhao C.
Cytojournal, 2009
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Test group biases and ethical concerns mar New England Journal of
Medicine articles promoting HPV screening for cervical cancer in

rural India
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I'he study conclusions, released from prepublication
embargo by the New Engl Journal of Medicineg [NEIM)
at 5:00 PM on April 1, 20049, were dramatic. “In a low re-
source setting, & single rownd of HPWY testing was assodated
with a significant reduction in the numbers of advanced
cancers or deaths from cervical cancer.” Furthermore, the
study abstract asserted, "o significant reductions in the
numbers of associated deaths were observed in the cytol-
oy testing group or in the V1A group, as compared with
the control group.”

Simultaneously, at 5:00 P on April 1, 2009, a press re-
lease from Cliagen, a Wetherlands Holding Company and
amanufacturer of the digene HI test, stated: " Landmark
study in New England Journal of Medicine shows HPY
testing significantly reduces deaths from cervical cancer,
compared to other methods incduding Pap. ™ It is now
nown that the manufacturer received pre-embargo access
to contents of the article and the accompanying editorial.
The NEIM customer service office confirmed on April 14
that pre-embargo release was not from the joumal.

A close look at the NE[M paper suggests that unexpected
biases might have ocowrred insome of the test group arms
of the study which sought to compare a single round
of cervical cancer screening with HFV testing, cytology,
and visual inspection with acetic acid {V1A) among over
131,746 “healthy women between the ages of 30 and 59
vears” inrural India. In fact, the study acknowledged
the positive predictive value (PP for detecting CIN

Jourrad of Machcing arices promoning HPY scressing lor cervical cancer in rersl India. Tytojowras] 1009612
A pa T

was 19.3% in the cytologic testing group, higher than
11.3% in the HP'V testing group, and study results indicate
that essentially the same numbers of cervical cancers were
detected after positive screening test results in the optology
arm (B8} as in the HPFV arm (87). Cervical cancer detec-
tiom rates were 0.344% in the cytologic testing group and
0.321% in the HPYV testing group [Table 1]. Among cervi-
cal cancers detected after a positive screening test, more
cervical cancers were detected in the earliest and most
favorable Stage [LA) in the cytology arm (5888, 65.99)
than in the HFV arm [45/87, ), and there were fewer
advanced [Stage 1l+) screening-detected cervical cancers
in the cytology arm [ 10788, 11.4%) than in the HPY arm
(1 7. 16.1%%) [Table 1. The preliminary 2005 publica-
tion of study data had eardier reported that oytology had
a higher detection rate for CIN 2-3 [1.0%) than for HFY
testing [0.7%) and ohserved the following: "Our present
findings indicate that the detection rates of HPV testing
did not show any improvement over cytology. Further-
more, the currently available test (HC2) is expensive and
reqquires a relatively sophisticated laboratory operation.””
Only the individuals performing HPY testing are specifi-
cally described in the 2005 repor as having been trained
“intensively.” What new information then led to the quite
different study conclusions reported in the 2009 publica-
tion and the simultaneous manufacturers press release?

e 200% publication employed the well-recognized
“intention-to-treat-principle” in which all eligible pa-
tients assigned to a study arm are incduded in the final

“We certainly do not
claim to have evidence
that study irregularities
were due to deliberate

data manipulation.
Readers, of course, will
make thelr own persona

judgements about study

Inconsistencies.

Austin RM, Zhao C.
Cytojournal, 2009




The Osmanabad
RCT Is not subject to
oversight by the US

Office for Human
Research

Protections, the US
Office of Research
Integrity, or the US
Freedom of
Information Act.
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[n this cluster-randomized trial, 52 clusters of villages, with a total of 131,746 healthy
women between the ages of 30 and 59 years, were randomly assigned o four groups
of 13 clusters cach. The groups were randomly assipned o undergo screcning by
HEV tescing (34,126 women), oyoologic testing (32,058), or VIA (34,074) or to receive
standard care (31,488, control group). Women who had positve results on screcn-
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[n the HEV-testing group, cervical cancer was diagnosed in 127 subjects {of whom
39 had stage [1 or higher), as compared with 118 subjects (of whom 82 had advanced
dizeasr) in the control group (hazard ratio for the detection of advanced cancer in
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Year

Stuqu started/ | Agent | Funder | Intervention D§S|gn EX?CUUO”
location fallures fallures
ended
Mumbali 1997/ TMH us il Intervention
2015 NCI 5
None [?Data
falsification]
VIA Effects resulted
from causes
Osmanahad | 1999 | WHO/ | HC2® HPV that did not
2007 | IARC exist
Pap smears [?Data

None

falsification]




US-Funded randomized controlled trials of cervical screening in India:
Summary of irreproducible results

Study location Principle Irreproducible results
Investigator

Tamil Nadu Sankaranarayanan | VIA reduced both incidence
and death rates of cervical
cancer
Osmanabad Sankaranarayanan V1A reduced neither

Incidence nor death rates of
cervical cancer




“The discrepancy between the authors’ earlier findings and the
current findings with regard to the benefits of VIA calls for more
explanation.”

Ankit J et al. NEJM, July 2009

“The reasons for the discrepancies are not entirely clear to us.”
Sankaranarayanan R. NEJM, July 2009



Year

IStuo_Iy started/ | Agent | Funder | Intervention D§S|gn EXE_CUtIOﬂ
ocation ended fallures fallures
Down- - Studied an
- Deliberately obsolete
stagin
Mumbai 12%%/ TMH I\Lngl ke allowed intervention
None human [?Data
beingsto | falsification]
VIA die rtn(;erely Effects resulted
from causes
1099/ | WHO/ HC2® HPV | contemplate | iy o
Osmanabad Gates questions :
2007 | IARC exiIst
Pap smears | thathad 5
already [?Data
None heen falsification]
. 2000/ | WHO/ AVAVAN answered Irreproducible
Tamil Nadu | 5506 | |aRc | G ™ None results




The most important lesson
learned In Vietnam:

“Cervical cancer prevention
efforts are more effective when
leaders embrace an ideological
commitment to the appropriate

public health goal of

‘Improving health outcomes as
rapidly as possible among as
many people as possible’ and

assimilate the policy
Implications of that
commitment.”

Suba EJ, Raab SS. Diagn Cytopathol. 2012

GEOGRAPHIC CYTOPATHOLOGY
Section Editor; Mathilde Boon, M.D.

Lessons Learned From

Successful Papanicolaou
Cytology Cervical Cancer
Prevention in the Socialist

Republic of Vietham

Eric J. Suba, 0" and Stephen 5. Aaab, »

el shoar FiF aoc far cancer
Cw engender

¢ Medical Cenlgr, San

Before Papanicolaou cyiology cervical cancer prevention
services becarmne widely available in the United States,
cervical cancer was a leading cause of death among
American women, with an incidence rate in 1947 of 4
100,000, Cervical cancer remains a leading cause of
death in many developing countrics because of a lack of
population coverage by cervical screening services in

these settings. American volunteers interested in cery
cancer prevention first visited Vietnam in Jamuary 199¢
and were promptly presented with population-based tumor
registry data documenting cervical cancer incidence ratbes
five times higher in southern Vietnam' relative w nosth-
emn Vietnam.® A 1996 casc-control study sponsored by
Stanford University documented that these regional varia-
ti in cervical cancer incidence rates were associated
with prior troop movements during the Vietnam War,

v, Val (), Ma X 1




DECADENCE: Tata Memorial Hospital, WHO/IARC, US
NCI, and Gates Foundation deliberately allowed human
beings to die merely to contemplate questions that had
already been answered.

Delphi l Exercise

REMEDY: Tata Memorial Hospital, WHO/IARC, US
NCI, and Gates Foundation should embrace the Golden
Rule of “improving health outcomes as rapidly as possible
among as many people as possible,” and assimilate the
policy implications of the Golden Rule.



Delphi Exercise

tool for structuring conversation

enables diverse individuals to deal with complex problems

requires structured information flow and anonymous
Interaction

reduces untoward conseguences of face-to-face interactions
(groupthink, bandwagon effect, halo effect, etc)



Delphi

forecastingprinciples.com

Authorization: R r - r
- Delphi Exercise: Cervical Cancer Prevention: round 1 Phelp
= Administrator log
in
= Expertlogin * indicates required field.
Related useful links and texts: Select answered question:
- Forecasting Question 1 | Question 2 | Question 3 | Question 4 | Question § | Question & | Question 7 |
website Question B | Question 9 | Question 10 | Question 11
= »>>What's New
L=
Question:

Viéc dwa ki thuat VIA, vac-xin phong ngira HPV va/hodc kham sang loc HPV cb loai bd
hoan toan nhirng dai hoi vé t& bao hoc phy khoa khéng?

iLa introduccién de la inspeccién visual con cido acético (IVA), las vacunas de virus
de papiluma humano (VPH) o el tamizaje con VPH eliminan la necesidad de la citologia
cervical ?

Will the introduction of visual inspection with acetic acid (VIA), human papillomavirus
(HPV) vaccines, and/or HPV screening entirely eliminate requirements for gynecologic
cytology?

(Text Only)

Please provide the textual response to the questions above:

Mo. HPY vaccines will not eliminate reguirements for screening. Cytology will be reguired for primary
screening of younger women in HPV-based screening programs, for primary screening of postmenopausal
women in VIA-based screening programs, and for confirmatory testing of screen-positive women in both
HPV- and VIA-based screening programs. Because individuals with positive screening tests for cancer
desire to know whether they truly have the disease, HPV and VIA "screen and treat” programs that de not
provide confirmatory testing will require incomplete informed consent, which sooner or later will become
problematic.

_Submit answer

Click to submit your answer and move con to the next question.
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Please use the links on the top of this page to view results of other rounds.
This round is not complete. Only Partial Results are available.

Data results: Question #1

Question: Viéc dwa ky thudt VIA, vac-xin phong nglra HPV valhodc kham sang loc HPY
cé loai b6 hoan toan nhirng ddi hoi vé té& bao hoc phu khoa khéng? ¢La introduccién de la
inspeccion visual con acido acético (IVA), las vacunas de virus de papiluma humano
(VPH) o el tamizaje con VPH eliminan la necesidad de la citelegia cervical? Will the
introduction of visual inspection with acetic acid (VIA), human papillomavirus (HPV)
vaccines, and/or HPV screening entirely eliminate requirements for gynecologic cytology?

Responses for this question

Expert's answer:
Considero que NO, pues todas las medidas deben de llevarse integralmente
unificando los esfuerzos para la prevencién del Cancer de Cérvix. Ademas cada
uno se aplica a diferentes grupos etarios y depende de |a situacidn geogréfica de
las personas por lo que no pueden desplazarse unos a otros.

Expert's answer:
La visualizacién con acido acético (IVA) es un método que detecta lesiones del
epitelio cervical, pero no discrimina entre metaplasia escamosa inmadura,
lesiones inflamatorias y regeneracion. Aungue se menciona que las lesiones de
neoplasia intraepitelial(CIN) son blancas, opacas y bien delimitadas a la
inspeccion, se requiere experiencia para una buena visualizacion del cuello. Esta
prueba al parecer tiene un costo bajo y tal vez esa sea una ventaja ya que se
puede emplear en zonas desprotegidas. Las vacunas contra VPH dan proteccion
centra los tipos 16 y 18 del virus, pero hay otras variantes que también se han
asociado al cancer del cuello uterino y el efecto a largo plazo de estas vacunas
nc es evidente todavia por el tiempe que tienen de uso. El tamizaje para VPH es
sin duda de gran utilidad, pero una prueba positiva para VPH no necesariamente
implica que la mujer tenga una lesién de alto grade o neopldsica. Considero que
las tres estrategias arriba mencionadas no eliminan del todo la necesidad de la
citolegia cervical.

Expert's answer:
Viéc dwa ky thuat VIA, vac-xin phong nglra HPY, kham sang loc HPY chi |4 bién
phap bd xung, KHONG THE loai bé hay thay thé t& bao hec phu khoa, khéng chi
& Viét Nam ma trén pham vi toan cdu. K¥ thuat VIA chi cé ¥ nghia goi ¥ valhodc
giup thém che dinh vj sinh thiét. Néu trong treérng hep da dp dung VIA, thi viéc
két hop lam té bao hoc phu khoa cang thuan lod, nhue ngwéyi ta thuéng néi 1a




Eleven questions reg:
prevention in India

tion hawve compared. in aggregate
cancer death rates among 224,925 women offered
ing to cervical cancer death ratez

whatzoever. To date, at le
unecreened cantral group
canoer P4
The 115 Office for Human Research Protections (OHEF)
idez leadership in the protection
inwolved in rezearch eonducted or
partment of Health and
Human a‘:nm.e‘ The OHEP haz mo authority
Foundation, but determined in 2012 that the
study in India waz cal becanzs

ezign of theze US-fonded ..1.'I.L-d.L 2 required
inadequate informed zent, and, predictab
nothing waz learmed from the deaths of women in
theze studies that was not almady known =

Stody, to which
the US-funded India zcreening studiez hawve
he:n an]:-arauil' har'e u:nm'[nu:-ﬂ for dhiﬂﬁﬂ

an immutable past.

Beal-world obs ful cervical cancer
prevention imeehve people far more than technology,
and BIITE ained. coordinated effort
among staksholderz with thared inten bt
competing incentives.™ For example, although

Journal of Cancer Research and Therapeutio

rding cervical cancer

all stakeholders thare an interest in improving

Pcu:uimg .111:1 academic advancement, and zll
] 2im to improve gutcomes while enhancing
onal reimburzement ¥

primarily bensfit 1'_1-= common good. Productive
converzations regarding the most effective rowtez
toward the definitive goal of public health should
be encouraged

having to mest face-to-f; The Delphi methn-:l

was crigimalk eloped at the RAND Corparation

during the Cold War to forecast the impact of

technology on warfare, and haracterized

by anonymity of participantz and structored

information flow. There characterirtiez h

avoid certain negative attribnit

converzation (Fuch az grouw

effect, halo effect. and

tend tor ca

method allows: arrﬂ]:-a.ut..t'l maore fresly

their opi critigue the opinionsz

of otherz .s-in:ut error, and revire judgments.

with the hi method, participantz maintain
metimez even after final Teports

£ - Vidme 70 - Froue 3




Delphi Questions: A Socratic method for assimilating the
policy implications of the Golden Rule

Will the introduction of VIA, and/or HPV vaccines, and/or HPV screening
entirely eliminate requirements for Pap smears?

Will the introduction of HPV screening accelerate or decelerate reductions in
cervical cancer rates?

Will the introduction of VIA screening accelerate or decelerate reductions in
cervical cancer rates?

Wil the introduction of HPV vaccines accelerate or decelerate reductions in
cervical cancer rates?



Proposal: A Delphi Exercise for Cervical

Cancer Prevention in India

= recruit cervical cancer prevention stakeholders
(MOH, CEHAT, MASUM, KEM, TMH,
WHO/IARC, US NCI, etc)

= Obtain emalil addresses of 6-12 stakeholders
= conduct Delphi Exercise online
= Meet face to face to discuss results
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