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Rethinking Screening for Breast Cancer and Prostat€ancer
Laura Esserman, MD, MBA; Yiwey Shieh, AB; lan Thasop, MD

JAMA. 2009;302(15):1685-1692.



ESSENCE OF ARTICLE IS WHOLE ARTICLE

After 20 years of screening for breast and prostateer, several observations can be made. Fiesintidence of
these cancers increased after the introductiooreesing but has never returned to prescreenirgdde8econd, the
increase in the relative fraction of early stageceass has increased. Third, the incidence of redicancers has not
decreased at a commensurate rate. One possibknakiph is that screening may be increasing theédruof low-
risk cancers without significantly reducing the deem of more aggressively growing cancers and thegefot
resulting in the anticipated reduction in cancertalidy. To reduce morbidity and mortality from tate cancer
and breast cancer, new approaches for screenirtgdegection, and prevention for both diseasesikhbe
considered.

Author Affiliations: Department of Surgery and Raldigy (Dr Esserman) and School of Medicine (Mr &hje
University of California, San Francisco, and Depamt of Urology, University of Texas Health Scief@enter,
San Antonio (Dr Thompson).
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Screening for Breast and Prostate Cancers — Not Limg Up to Its Reputation?
ESSENCE OF ARTICLE

“The ACS plans to modify its message in early 2@l ihdicate that prostate and breast screeningfib@ngght
have been overstated, possibly leading to ovenrestt of patients with small cancers (New York Tirfeg 10
2009”

ARTICLE

Diagnosis of early breast and prostate canceris@s with screening, but the number of advancedeararhas not
fallen.

Breast and prostate cancer account for more thlwprader of all cancers in the U.S., and the AmeariCancer
Society (ACS) has supported extensive screeningranos for both. A new analysis suggests that wenlet
screening for breast and prostate cancer. Duriadgtst 20 years, after screening was introduceitjénce of breast
and prostate cancer rose and never returned torpegsng levels; also, more cases were early candemwever,
the absolute number of advanced breast and prastaters that were diagnosed during this periodhbafallen as



predicted. Thus, whereas colon and cervical casmeening detects precancerous, treatable corslitéog.,
polyps, cervical intraepithelial neoplasia), prostand breast cancer screening promotes detedtiarly cancers,
some of which might not be destined to progreds de lethal. The ACS plans to modify its messageairly 2010
to indicate that prostate and breast screenindfiteneight have been overstated, possibly leadingviertreatment
of patients with small cancers (New York Times ©@t2009).

Comment: Explaining "small" cancers to patientdificult, as simply uttering the word "cancer” camwoke
intense anxiety. The authors suggest that minimséliesions should not be called "cancer," buteathterm such
as "indolent lesions of epithelial origin (IDLEPatients who are aware that mortality associatéll bveast and
prostate cancers has fallen during the last 2 decanight attribute the decrease to screening idsiEto better
treatments. The authors also point out the impogar developing different means (e.g., biomarkergjetermine
whether tumors are likely to progress without tneent; in addition, they emphasize the need to mlaraper on
treatment for minimal-risk disease, to focus orvprgion in high-risk patients, and to develop tdolsshared
decision making in breast and prostate screenihg.ATS's planned modification to its previous scieg stance is
certain to provoke controversy.

— Wendy S. Biggs, MD

Published in Journal Watch Women's Health OctoBefR09
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Effect of N-Acetyl Cysteine against Aluminium-indued Cognitive Dysfunction and Oxidative Damage in
Rats

Authors: Prakash, Atish; Kumar, Anil
Source: Basic & Clinical Pharmacology & Toxicologgolume 105, Number 2, August 2009 , pp. 98-104(7)
ESSENCE OF ARTICLE

“ Chronic administration of N-acetyl cysteine sfgantly improved memory retention in tasks, attated
oxidative damage and acetylcholinesterase activigluminium-treated rats. The study suggests aopeatective
effect of N-acetyl cysteine against aluminium-indd@ognitive dysfunction and oxidative damage.”

ARTICLE
Abstract:

Aluminium is a potent neurotoxin involved in theti@tion and progression of various cognitive daems like
Alzheimer's disease. Chronic aluminium exposureiéed oxidative stress and increases amyloid begdsln vivo.
The role of oxidative stress has been well-suggdestéhese cognitive problems. Therefore, the preseidy was
designed to explore the possible role of N-acegtaine against aluminium mediating cognitive dpsfion and



oxidative stress in rats. Aluminium chloride (106/kg, p.0.) was given to rats daily for 6 weeksadetyl cysteine
(per se; 50 and 100 mg/kg, i.p.) pre-treatment giwasn 30 min. before aluminium daily for 6 weeks the third
(21st day) and sixth week (42nd day) of the stwdyious behavioural tests (Morris water maze aptdated plus
maze task paradigms) and locomotion (photoactometne done to evaluate cognitive tasks. The rate illed
on the 43rd day following the last behavioural tasd various biochemical tests were performedsess the
extent of oxidative damage. Chronic aluminium cideradministration resulted in poor retention ofnmoey in
Morris water maze, elevated plus maze task paraslaym caused marked oxidative damage. It also dause
significant increase in the acetylcholinesteras&viic. Chronic administration of N-acetyl cysteisgnificantly
improved memory retention in tasks, attenuatedaiikid damage and acetylcholinesterase activitjumiium-
treated rats. The study suggests a neuroprotezfiwet of N-acetyl cysteine against aluminium-inédcognitive
dysfunction and oxidative damage.

Document Type: Research article

DOI: 10.1111/j.1742-7843.2009.00404.x
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Learning Objectives

Upon completion of this activity, participants wilé able to:

. Inform clinicians of the latest medical informatiabout the new guidelines for screening and memagt
of diabetes in pregnant women, as presented dmtdmnational Diabetes Federation at the 20th Wbilthetes
Congress 2009.



. Inform clinicians of the latest medical informa@tion self-monitoring of blood glucose in patiewtth type
2 diabetes.

October 26, 2009 — The International Diabetes Faaer (IDF) announced the release of several nadegjnes
related to diabetes management here at the IDFV20thd Diabetes Congress. These include the first-e
international guidelines on the management of desbim pregnancy and guidelines on the use ofrsetiitoring of
blood glucose (SMBG) among type 2 diabetic patiaotsbeing treated with insulin.

Pregnancy and Diabetes Guidelines Call for Unive3saeening

Lois Jovanow, MD, CEO and chief scientific officer of Sansumabeétes Research Institute in Santa Barbara,
California, and clinical professor of medicine la¢ University of Southern California-Los Angelesditsal Center,
is one of the authors of the IDF Global GuidelimRyegnancy and Diabetes. "The guidelines werdentesith
evidence-based medicine. Then we asked an intenatjroup [of experts] to give us their opiniostie told
Medscape Diabetes & Endocrinology.

"There was no international standard [for the dasimand management of gestational diabetes] Draidbovanou.
"There was no consensus, there was a lot of canfusiomen were suffering, and their pregnancy autewas
affected by having no standard by which to judgetiver their diabetes was worth treating or notsTéithe first
time there is a worldwide consensus."

A key message of the new guidelines, accordingrtal@®anow, is the importance of universal screening. "Look
for hyperglycemia in pregnancy,” she said. "Preeptional counseling [also] has to be universal.For a
[primary care] physician who has a [patient] inldHiearing years, the first question should be: yare interested
in getting pregnant again?"

Self-Monitoring of Blood Glucose in Noninsulin-Tited Type 2 Diabetes

The IDF Guideline on Self-Monitoring of Blood Glusmin Non-Insulin Treated Type 2 Diabetes was age in
a manner similar to the IDF pregnancy guidelindgeiiThighlights include the following:

. SMBG should be considered at the time of diagnbat should only be used when patients, their
caregivers, and/or their healthcare providers llagdnowledge and willingness to incorporate figdimnto the
diabetes management plan.

. SMBG should be considered a part of ongoing desbself-management education.
. SMBG protocols should be individualized.

. Patients and their healthcare providers shouldeagn how to use SMBG data.

. Tools used to measure SMBG must be easy to ubacurate.

Unique Features of Guidelines

Both sets of guidelines have key features thaerbfitiate them from guidelines on the same topit®pt by other
diabetes associations, such as the American Dsestsociation (ADA), said Dr. Jovangvi

"The ADA hopefully will change soon, but right ndley don't subscribe to the philosophy of univessatening
[in pregnancy]. They talk about selective screenidigr guidelines not only talk about universal sciag but
almost assume that every woman has diabetes [@mtlj the testing is to reassure her that she do&m'it's a
paradigm shift. The second major difference is[tb&] recommendation that it be a 1-step [oral glse tolerance]



test, not a 2-step test [as currently recommengdtiedbADA]. The ADA also have the criteria for draggis [of
gestational diabetes] very high to minimize the benmof women identified. The strategies in the [J[QEidelines
actually increase the number of women that wouldibetified and therefore offer treatment worldwidigh 1
standard of care."

According to a coauthor of the SMBG guidelines, ida®wens, MD, from the Cardiff University Diabetes
Research Unit in the United Kingdom, a unique fematf the IDF SMBG guidelines is that they clatifie role of
SMBG in diabetic patients who are not receivingulimstherapy. "For the noninsulin-treated indivithygother
guidelines] say that it's a good idea to incorm&WIBG, . . . but there is no real clarity as t@ato do about it.
That's where we've tried to extend the story mowetd what the patient can do about it in theicwinstances. . . .
There are [other] guidelines that suggest that madlybre's no reason to monitor blood glucose imtirénsulin-
treated, and they say that . . . you need to lodleacurrent evidence and see its limitations. Wafithose
publications are really not designed to ask [thagstion."

Dr. Jovanow has disclosed no relevant financial relationsHijys.Owens reports being paid for lecturing by Reach
Diagnostics, Sanofi-Aventis, Novo Nordisk, Merckaie & Dohme, LifeScan, and Pfizer; being on advyiso
boards for Roche Diagnostics, Sanofi-Aventis, Ndlwdisk, Merck Sharpe & Dohme, LifeScan, and Pfized
receiving research funding from Sanofi-Aventis &walo Nordisk.

International Diabetes Federation (IDF) 20th Wdldbetes Congress: Abstracts 0498 and 0499. Pegkent
October 22, 2009.

Study Highlights
. Pregnancy and diabetes

. A 1-stage oral glucose tolerance test at 26 ta@8ks' gestation is recommended to screen alhpreag
women for gestational diabetes vs the ADA recomra#ad for selective screening in at-risk women only

. For women at high risk for diabetes because e¥ipus gestational diabetes, screening should be
performed as soon as practical and should be epea6 to 28 weeks' gestation.

. For women with preexisting diabetes, glycemictomrshould be optimized before planned pregnancy.

. Angiotensin-converting enzyme inhibitors and agnsin-11 receptor blockers should be stopped and
substituted with appropriate medications in pregmamen.

. Statins, fibrates, and niacin should be stoppgatégnancy.

. In women with existing diabetes or gestationabeaies, risks for glucose-lowering agents should be
discussed, and use of insulin and the type ofimstlould be assessed and discussed.

. A hemoglobin Alc target of 6.0% or lower is dediin pregnant women with diabetes.
. If possible, SMBG should be done frequently iagirant women with diabetes.
. Doses of glucose-lowering agents should be afjustcording to self-monitoring results, hemoglobirc

level, and experience of hypoglycemia.
. Eyes should be examined at the first prenatél atgl at each trimester.

. Breast-feeding should be encouraged.



. SMBG

SMBG should be performed to attain agreed-ortrimeat goals, and results should be acted on.

. Protocols (intensity and frequency) for SMBG dddee individualized to specific behavioral anchidal
requirements and meet the needs of therapeutisideanaking.

. SMBG should be performed in patients with typdidbetes in conjunction with self-management and
education of patients.

. An easy procedure should be available to patiehts perform SMBG to monitor the performance and
accuracy of their glucose meter.

Clinical Implications
. The IDF recommends screening all pregnant woroedifibetes using a 1-stage testing process.
. SMBG should be performed to attain specific tmeatt goals.

We conducted five database searches of MedLinehr@ne Central Registry of Controlled Trials, Cociera
Database of Systematic Reviews, Database of AlistoidReviews of Effectiveness, Health Technology
Assessment, and National Institute for Health aliwical Excellence from 2000 to September 2006 pteimented
by a search for screening prior to 24 weeks gestdtom 1966-99 (Appendix A Table 2). Articles wellso
obtained from outside experts and through revieilgjographies of other relevant articles and eysitic
reviews. We also considered all articles citechmn2003 Evidence Synthesis5 for inclusion. Two stigators
reviewed the 2003 USPSTF report's reference &tyant abstracts, and full articles (168 total)emsure we were
reviewing all prior literature using the updatedesia. Two investigators reviewed 1403 abstraots 277 articles
against inclusion and exclusion criteria for eaeli guestion. Discrepancies were resolved by consens

We included only randomized trials that used theenily accepted one-step and two-step diagnostaria to
evaluate GDM screening and treatment for assegsitential benefit of GDM screening and treatmeng W
considered prospective cohort studies if RCT ewidamas not available. Any study design was consitliér
potential harms, and inclusion criteria were légagent for study harms. For example, articled tis®d standard
methods, but not standard cut-off criteria, wereegted. The actual glucose levels used to defind@Iere
considered less important in assessing the harmsreéning than the process used for GDM screaridghe
receipt of a diagnosis. Details for inclusion amdlesion criteria are provided in Appendix A TaBleNinety of the
potentially included articles were excluded fordstalesign and 12 for poor quality.

We found no RCTs of screening for KQ1 or studiedd@2 that reported sensitivity, specificity, aneld rates
using one of the three acceptable screening me{fi@dde 1) for specified health outcomes (Figuje We
included the following articles that met final inslon and quality-rating criteria: seven RCTs régabin eight
publications that test interventions that altercgiyic control and reported specified health outcimavomen
diagnosed at 24 weeks gestation or later for KQBa;prospective study addressing treatment of watisgnosed
with GDM prior to 24 weeks gestation for KQ3b; tArgtudies reporting harms of screening for GDM veund
for KQ4; one additional article, along with sixtbie eight articles included in KQ3, reported adeerBects of
treatment for KQ5. Tables of excluded articles exabon for exclusion are provided in Appendix Dindgshe
USPSTF's study design-specific criteria (Appendjxto investigators critically appraised and ratieel quality of
all included articles as well as those articleduded for quality reasons only.

USPSTF Involvement



The authors worked with four USPSTF members atdagts throughout the review process to developrafide
the analytic framework and key questions and resislsues involving the scope, treatment modalitied, health
outcomes. This research was funded by the Agendydalthcare Research and Quality (AHRQ) underrdraot
to support the work of the USPSTF. AHRQ staff pded oversight for the project and reviewed andstessiwith
the external review of the draft evidence synthesis

Table 1. Screening strategies

Three screening tests with generally acceptedrizritee frequently used for the diagnosis of GDNhvé one- or
two-step method. These are typically performed betw24 and 28 weeks' gestation and are definezllaws$:

. 1

50 g Initial Screening Test: A two-step method gsam initial 1-hr 50 g oral glucose challenge {€&€T) and
followed by a diagnostic 75 or 100 g oral glucaslerance test (OGTT) if the GCT is positive. TheTdtas two
criteria accepted as a positive result, dependmtie level of sensitivity desired: 1,2

o] >130 mg/dL (identifies 90 percent of women with GOM)
o] >140 mg/dL (identifies 80 percent of women with GOM)
. 2

100 g Diagnostic Test: A one-step or a two-stephogusing a 3-hour 100 g diagnostic OGTT. Thisitedefined
as positive if two or more of the hourly plasmacgise levels meet or exceed the following values:

Criteria for Abnormal Result on 100 g, Three-HoualdGlucose Tolerance Tests in Pregnant Women1,30
Blood sample  National Diabetes Data Group Criteria Carpenter and Coustan Criteria

Fasting 105 mg/dL (5.8 mmol/L) 95 mg/dL (5.3 mmgl/L

1-hour 190 mg/dL (10.5 mmol/L) 180 mg/dL (10.0 mrhpl

2-hour 165 mg/dL (9.2 mmol/L) 155 mg/dL (8.6 mmql/L

3-hour 145 mg/dL (8.0 mmol/L) 140 mg/dL (7.8 mmql/L
. 3

75 g Diagnostic Test: A one-step or two-step metinsidg a 75 g diagnostic oral glucose tolerande(@&TT).
This test is defined as positive if two or moreha hourly plasma glucose levels meet or exceeébtimaving
values (different criteria apply based upon WHQABYA recommendations):

Criteria for Abnormal Result on 75-g Oral Glucosa@érance Test in Pregnant Women1,2

Blood Sample  ADA mg/dL ADA mmol/l WHO* mmol/l



Fasting 95 5.3 7.0

1-hour 180 10.0

2-hour 155 8.6 7.8

*

Note 7.0 mmol/I=126 mg/dl and 7.8 mmol/L=140 mg/dl)
Copyright and disclaimer
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Nutr Cancer. 2009;61(4):544-53.

Curcumin synergizes with resveratrol to inhibit cobn cancer.

Majumdar AP, Banerjee S, Nautiyal J, Patel BB, Pét®u J, Yu Y, Elliott AA, Levi E, Sarkar FH.

John D. Dingell VA Medical Center, 4646 John R, RoB-4238, Detroit, Ml 48201, USA.
a.majumdar@wayne.edu

ESSENCE OF ARTICLE

“Our current data suggest that the combinationuo€emin and resveratrol could be an effective
preventive/therapeutic strategy for colon cancer.”

ARTICLE

Development and progression of many malignananedyding colorectal cancer, are associated witivatidn of
multiple signaling pathways. Therefore, inhibitiofithese signaling pathways with noncytotoxic naltproducts
represents a logical preventive and/or therapeaipzoach for colon cancer. Curcumin and resverdiaih of
which inhibit the growth of transformed cells aralan carcinogenesis, were selected to examine wheth
combining them would be an effective preventive/antherapeutic strategy for colon cancer. Indélesl,
combination of curcumin and resveratrol was foumtdleé more effective in inhibiting growth of p53-jtose (wt)
and p53-negative colon cancer HCT-116 cells irowtnd in vivo in SCID xenografts of colon cancerTHCL6 (wt)
cells than either agent alone. Analysis by Calcisyftware showed synergism between curcumin anctrasol.
The inhibition of tumors in response to curcumid/an resveratrol was associated with the redudtion
proliferation and stimulation of apoptosis accompdrby attenuation of NF-kappaB activity. In vistudies have
further demonstrated that the combinatorial treatrocaused a greater inhibition of constitutive\ation of EGFR
and its family members as well as IGF-1R. Our aurdata suggest that the combination of curcumah an
resveratrol could be an effective preventive/thetdic strategy for colon cancer.



PMID: 19838927 [PubMed - in process]

http://www.winrho.com/treatment/antid.html
Anti-D Immunoglobulin

WinRho® SDF is the first Anti-D Immunoglobulin apgwed for use in ITP. It is derived from human plas{tine
liquid portion of blood) and is specially prepatechave high levels of a specific antibody, Anti-Qurrently it is
thought that this antibody prevents the destruatioplatelets in the spleen.

Anti-D immunoglobulin (WinRho® SDF) is given by a53minute infusion into a vein.

Anti-D may help raise the platelet level for 1-3mttes after each infusionl. Periodic infusions ofiAh may allow
patients to achieve stable platelet counts.2

Side effects sometimes occur and may include:
Mild anemia
Headache
Fever
Chills

Other possible side effects may include back piaking chills, dark colored or discolored urinegiéased urine
production, swelling or shortness of breath.3 Rieammtact your physician promptly if you experietioese
symptoms.

Anti-D Immunoglobulin is only effective in Rh-posié patients and in patients whose spleen hase®t bemoved.

Because Anti-D Immunoglobulin is made from humaaspia, special processes are used in the prepasétion
WinRho® SDF to help safeguard against known virdsas may be found in human blood. However, the il
to transmit infectious agents cannot be totallyneiated.

Please see the Important Risk Information for WioRISDF for more detailed risk information and thredribing
Information for full prescribing details.

1. Data on file. Cangene Coagion. Baxter Healthcare Corporation.

2. Sandler S.G. and Tutuncu®lO. Immune Thrombocytopenic Purpura -- curresmagement
practices. Expert Opin Pharmacother. 2004; 5(12)52527.

3. WinRho® SDF. [Rho(D) Immu@bulin Intravenous (Human)] package insert, Ganag
Corporation, Winnipeg, Canada, Baxter Healthcargp@ation, Westlake Village, CA, USA, April 2006.

http://www.itppeople.com/winrho.htm



Anti-D antibody is a blood product used to achiawemporary and occasionally long-term elevatiothefplatelet
counts. It is marketed under several trade nangtsding WinRho SDF and Rhophylac. According te study;, it
has 79-90% efficacy, depending on the type of ITP.

It is a sterile freeze dried gamma globulin fragte@mntaining antibodies to Rh (D). Within a few monies of an
intravenous infusion, anti-D coats the recipiefigarmal) red cells with purified 19G, which resembithe coating
of platelets by the (abnormal autoimmune) ITP imoglabulin. After D(Rh)-positive red cells are ceatwith
anti-D, they compete with the recipient’s IgG(IT€)ated platelets for phagocytosis (destructionjnagrophages
in the spleen. Usually, IgG(WinRho)-coated redsslicceed in blocking the spleen’s destructiomGf (ITP)-
coated platelets, thus increasing platelet coBitmificant increases in platelet counts occur iwith3 days with
peak counts observed 8 days after infusion. Tleetsflast approximately one month.

Anti-D is made from human plasma derived from aitkeh list of donors in a special program. It unaesg a viral
inactivation and micro filtration process usingvasit/detergent. Donors are stimulated to prodgasith
especially high levels of specific antibodies saller amount of the product is required. Thisuoes the cost per
infusion by about half of what IVIg would cost. Alsbecause anti-D has been treated to inactivat@ieal
contamination, it is safer to use than IVlg. Howeweecause anti-D antibodies and action are safspecis only
effective for people who are Rh positive (85% opplation) and have a spleen. It may not be swgtédl some
pregnant women.

Dosage

Suggested dosing is 50 mcg/kg of bodyweight althaame clinical studies report greater successatracg/kg
dose. The infusions take about three to five mimfe the IV push and about 30 minutes for the .dAnti-D
can be given as a single dose or as two dividedslgisen on separate days. The dose and frequéncy o
administration are determined from the patienttsicdl response.

Side Effects

Side effects developed following 4% of the infusipand included headaches, chills, fever and bolgsa Pain
and swelling at the injection site have occurred few cases. A remote risk of anaphylaxis (sheskonse) exists
for patients with hypersensitivity to blood produdBecause of the specific antibodies that theymbdses, anemia
caused by hemolysis (destruction of red blood tels also be a problem. RBC levels should be tomd,
especially in people with low hemoglobin.

News

1] Continued postmarketing safety surveillancestasvn rare, but severe and sometimes fatal, irdcavar
hemolysis and potentially serious complications|uding disseminated intravascular coagulationatigmts with
ITP. Physicians should discuss the risks and bisnafiWwinRho SDF, alert patients who are beingtaédor ITP
about the signs and symptoms associated with @s@iar hemolysis (back pain, shaking chills, fedéscolored
urine, decreased urine output, sudden weight fjaid, retention/edema, and/or shortness of breatia) advise
patients to report any symptoms immediately torthhysicians.

2] Maltose in IVIG products, such as the liquidifadation of WinRho SDF, has been shown to giveelsbigh
blood glucose levels in certain types of blood gkectesting systems. Due to the potential for fialskevated
glucose readings, only testing systems that ammoghktspecific should be used to test or monitoodblgiucose
levels in patients receiving this product.

From www.medwatch.gov



Help

1-800-4WINRHO (1-800-494-6746)
winrho@baxter.com

Baxter Healthcare Corporation

One Baxter Parkway

Deerfield, IL 60015

Baxter has a Patient Assistance Program for indalglwho meet certain criteria.
Related Web Sites
http://www.winrho.com
http://www.rhophylac.com
http://www.projinf.org/pub/17/itp.html

http://www.fda.gov/medwatch/safety/2000/winrho.html



