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An Invitation from GASCO’s President  

 

On behalf of The Board of Directors of the Georgia Society of Clinical Oncology (GASCO), I invite you to attend 

GASCO’s 2016 Annual Meeting and Officially Licensed Best of ASCO® program scheduled for September 9 - 10, 

2016. Our program committee has put together an exceptional and relevant agenda with CEUs available through 

Augusta University.** 

 

This year GASCO’s Program Co-chairs are Dr. Rodolfo Bordoni and Dr. Melissa Dillmon, who have brought together 

a very distinguished faculty. Please review the complete agenda that follows. Registration is free for GASCO 

members, hematology/oncology Fellows and medical students.  

 

On Friday, September 9th, we continue the very highly rated Clinical Think Tank sessions and begin the Best of 

ASCO® summaries.  After the President’s Reception, we invite you to stay for a dinner presentation on biologic 

therapies and the role of biosimilars in oncology.   

 

On Saturday we continue the Best of ASCO® discussions but we are very excited to add the first annual Dr. 

Thomas E. Seay Memorial Lecture - “Personalized Medicine for Localized Pancreatic Cancer,” presented by 

Douglas B. Evans, M.D., Chair of the Department of Surgery at The Medical College of Wisconsin. We have also 

invited ASCO’s Chief Executive Officer, Dr. Clifford Hudis, to provide a timely policy update from the ASCO 

headquarters and Capitol Hill. The leadership of Cancer Patient Navigators of Georgia have planned 

a Friday educational track for clinical and non-clinical cancer patient navigators.   

 

The Georgia Cancer Care Community has a great story of accomplishment! Please join us to hear the clinical 

presentations and network with your colleagues. 

 

Best Wishes, 

  

Melissa Dillmon, M.D., President 

Georgia Society of Clinical Oncology 
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2016 Annual Meeting & Best Of ASCO® Program Committee and Faculty 

 

Program Planning Committee 

 

Melissa Dillmon, M.D. 

GASCO President 

The Harbin Clinic 

 

Rodolfo Bordoni, M.D. 

Program Chairman 

Georgia Cancer Specialists 

 

Faculty 

 

Catherine M. Broome, M.D. 

Associate Professor, Div. of Hematology 

and Oncology, Georgetown University 

 

Bassel El Rayes, M.D. 

Professor & Vice Chair for Clinical Research, 

Director, GI Oncology Program, 

Emory Winship Cancer Institute 

 

Douglas B. Evans, M.D. 

Donald C. Ausman Family Foundation Professor of 

Surgery and Chair of the Department of Surgery at 

The Medical College of Wisconsin 

 

Daniel J. George, M.D. 

Director, Section of Genitourinary Medical 

Oncology, Duke University Medical Center 

 

 

 

 

 

 

 

 

Faculty (cont.) 

Sharad Ghamande, M.D. 

Director, Gynecology Oncology, 

Augusta University Cancer Canter 

 

Clifford Hudis, M.D. 

Chief Executive Officer, American Society of Clinical 

Oncology, Chief of Breast Medicine Service, 

Memorial Sloan Kettering Cancer Center 

 

Edward Li, Pharm D., MPH, BCOP 

Associate Professor, Depart Pharmacy Practice, 

University of New England College of Pharmacy  

 

Sagar Lonial, M.D. 

Professor and Chair of Hematology and Medical 

Oncology, Emory Winship Cancer Institute  

 

Thom R. Mitchell, M.D. 

Senior Contractor Medical Director, 

Cahaba GBA, LLC  

 

Robert Motzer, M.D. 

Memorial Sloan Kettering Cancer Center 

 

Suresh Ramalingham, M.D. 

Chief of Medical Oncology, 

Emory Winship Cancer Institute 

 

Ruth O’Regan, M.D. 

Division Head, Hematology/Oncology, and Associate 
Director of Faculty Development & Education, U of 
Wisconsin Carbone Cancer Center
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Accreditation 

 

This activity has been planned and implemented in accordance with the Essential Areas and policies of the 

Accreditation Council for Continuing Medical Education through the joint providership of the Medical College of 

Georgia at Augusta University and the Georgia Society of Clinical Oncology. The Medical College of Georgia at 

Augusta University is accredited by the Accreditation Council for Continuing Medical Education to provide 

continuing medical education for physicians. 

 

Designation 

 

The Medical College of Georgia at Augusta University designates this live activity for a maximum of 11.25 AMA 

PRA Category 1 Credits™.  Physicians should claim only the credit commensurate with the extent of their 

participation in the activity. 

 

CEUs 

 

This activity includes 11.25 hours of instruction and attendance at the entire activity is approved by Augusta 

University for a maximum of 1.125 Continuing Education Credit Units.  *Presentations noted with * are jointly 

provided by the France Foundation. 
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Friday, September 9, 2016 – General Session 

GASCO Best of ASCO® Program - Clinical Track 

8:30-9:00AM Registration & Continental Breakfast for NCORP Participants 

9:00-11:30AM 

Georgia NCORP Briefing for Investigators - Investigators of the Georgia NCORP Network 

will review network progress to date and plans for it’s ongoing efforts. Sponsored by 

GASCO and Georgia CORE 

11:00-12:15PM Registration & Exhibits Open 

11:00-12:00PM Light Lunch Buffet  

12:00-12:10PM Welcome and Opening Remarks - Dr. Melissa Dillmon, GASCO President 

12:10-1:10PM 

Think Tank in Genitourinary Malignancies – Prostate Cancer Management & Best of 

ASCO - Daniel J. George, M.D., Director Section of Genitourinary Medical Oncology, 

Duke University Medical Center 

1:10-2:00PM 
Think Tank in Genitourinary Malignancies  - Renal Cell Carcinoma Management: Present 

and future - Robert Motzer, M.D., Memorial Sloan Kettering Cancer Center 

2:00-2:30PM Networking Break and Exhibitors 

2:30-3:15PM 
Review of Best of ASCO® Renal Cell Cancer Abstracts - Robert Motzer, M.D., Memorial 

Sloan Kettering Cancer Center  

3:15-4:15PM 

Hematology Think Tank: Diagnosis & Management of Thrombotic Microangiopathy - 

Catherine M. Broome, M.D., Associate Professor, Div. of Hematology and Oncology, 

Georgetown University 

4:15-5:15PM 

ASCO Policy Update - Clifford Hudis, M.D., Chief Executive Officer, American Society of 

Clinical Oncology,  Chief of Breast Medicine Service, Memorial Sloan Kettering Cancer 

Center 

5:15PM President’s Reception: Faculty and All Meeting Participants 

6:00 PM Dinner 

6:00-7:00PM 

Biologic Therapies and the Role of Biosimilars in Oncology - Edward Li, Pharm D., MPH, 

BCOP - Associate Professor, Depart Pharmacy Practice, University of New England 

College of Pharmacy 

7:00PM Adjourn (Note: GASCO Board Meeting Follows)  
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Saturday, September 10, 2016 

 GASCO Best of ASCO® Program - Clinical Track 

7:00-8:00AM Breakfast & Registration – Exhibits Open 

8:00-8:05AM Welcome & Introductions – Melissa Dillmon, M.D., GASCO President 

8:05-9:05AM 
Review of Best of ASCO® Lung Cancer Abstracts – Suresh Ramalingham, M.D., Chief of 

Medical Oncology, Emory Winship Cancer Institute 

9:15-10:15AM 

Review of Best of ASCO® Gastroenterology Cancer Abstracts – Bassel El Rayes, M.D. - 

Professor & Vice Chair for Clinical Research, Director, GI Oncology Program, Emory 

Winship Cancer Institute 

10:15-10:45AM Break – Exhibit Area 

10:45-11:45AM 
Medicare Policy Update  - Thom R. Mitchell, M.D., Senior Contractor Medical Director, 

Cahaba GBA, LLC 

11:45-1:00PM 

Lunch  & Keynote Presentation: Dr. Thomas E. Seay Memorial Lecture  - “Personalized 

Medicine for Localized Pancreatic Cancer.” - Douglas B. Evans, M.D., Donald C. Ausman 

Family Foundation Professor of Surgery and Chair of the Department of Surgery at The 

Medical College of Wisconsin  

1:00-2:00PM 

Review of Best of ASCO® Multiple Myeloma Abstracts –  

Sagar Lonial, M.D., Professor and Chair of Hematology and Medical Oncology Emory 

Winship Cancer Institute 

2:00-2:15PM Break  

2:15-3:15PM 

Review of Best of ASCO® Gynecological Cancer Abstracts  

Sharad Ghamande, M.D., Director, Gynecology Oncology,  

Augusta University Cancer Center 

3:15-4:15PM 

Review of Best of ASCO® Breast Cancer Abstracts 

Ruth O’Regan, M.D., Division Head, Hematology/Oncology, and Associate Director of 

Faculty Development & Education, U of Wisconsin Carbone Cancer Center.  

4:15 PM 
Closing Remarks & Adjourn 

Melissa Dillmon, M.D., GASCO President & Grant Lewis, M.D – President Elect 
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Publication Information: In our continuing effort to provide conference attendees with a permanent copy 

of the information discussed at this meeting, a summary and/or presentation have been requested from 

the speakers at this meeting. While every effort has been made to secure this information, in some cases 

these requests are not fulfilled by a speaker for a variety of reasons. We appreciate your understanding 

in our quest to provide you with the most updated and complete information possible, and are confident 

that you will have an enjoyable and educational experience. 



  

 

August 11, 2016 
 
The American Society of Clinical Oncology (ASCO®) is pleased to announce an 
agreement with the Georgia Society of Clinical Oncology to hold an official Best 
of ASCO® meeting in Atlanta, Georgia, September 9-10, 2016. This premier 
event will highlight abstracts and educational updates from the 2016 ASCO 
Annual Meeting, the world’s largest gathering of physicians, researchers, and 
others engaged in the study and practice of oncology. 
 
Many summary events is held after the Annual Meeting, but only a select few 
are organized in connection with ASCO and reliably deserve the title “Best of 
ASCO” for their objectivity in content selection. These official Best of ASCO 
meetings present the top abstracts from a pool of more than 4,000 rated by a 
panel of ASCO experts. The Georgia Society of Clinical Oncology has created a 
custom program that promises to meet the needs of members of the oncology 
care team. 
 
ASCO would like to take this opportunity to encourage you to support official 
Best of ASCO meetings, including the one being held in Atlanta, Georgia in 
2016. Best of ASCO meetings are an excellent way to support local physicians 
with the latest science and education. 
 
Sincerely, 
 

 
 
Robin Bodishbaugh, MA 
Director of Licensing  
Marketing, Licensing & Sales 
American Society of Clinical Oncology 
2318 Mill Road, Suite 800 
Alexandria, VA 22314 
T: 571-483-1683 
F: 571-483-9566 
E: Robin.Bodishbaugh@asco.org 
www.asco.org • www.cancer.net • www.conquercancerfoundation.org  
www.jco.org • www.jopasco.org 
 

mailto:Robin.Bodishbaugh@asco.org
http://www.asco.org/
http://www.cancer.net/
http://www.conquercancerfoundation.org/
http://www.jco.org/
http://www.jco.org/
http://www.jopasco.org/
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PROSTATE CANCER MANAGEMENT  

DANIEL J. GEORGE, M.D. 
 
 



Daniel J. George, M.D. 
Duke University Medical Center 

Daniel J. George, MD, has been the director of the section of genitourinary medical 
oncology at Duke University Medical Center since 2003. 

His research focuses on growth factor-targeted drug development in the areas of prostate 
and kidney cancer. He has also participated in several trials on these subjects, using 
small molecule inhibitors of specific growth factors against vascular endothelial growth 
factor (VEGF) and platelet-derived growth factor (PDGF) pathways. 
George’s research has demonstrated that blood levels of VEGF in advanced prostate 
cancer patients can have independent prognostic significance. His studies also include 
novel assessment of blood flow in renal cell carcinoma and growth factors as prognostic 
markers, molecular targets, and surrogate measures of response in prostate cancer. 
A member of the GU correlative science subcommittee in the Cancer and Leukemia 
Group B (CALGB), George was recently appointed medical director of cancer clinical 
research at Duke and CALGB cadre leader for RCC. 

George has the principal investigator for Duke on the Department of Defense Prostate 
Cancer Clinical Trials Consortium Grant since 2006, which focuses on early-phase drug 
development in prostate cancer. He has led several multi-center clinical trials involving 
VEGF-targeted agents through this mechanism.  
 
George attended Duke University School of Medicine and completed his training in 
internal medicine and medical oncology at Johns Hopkins Hospital. He spent five years 
at the Dana-Farber Cancer Institute in the Lank Center for Genitourinary Oncology 
as Assistant Professor of Medicine at Harvard Medical School. 
 

http://urology.surgery.duke.edu/research/clinical-research/prostate-cancer-clinical-research/duke-prostate-center-collaborators/dani
http://urology.surgery.duke.edu/research/clinical-research/prostate-cancer-clinical-research/duke-prostate-center-collaborators/dani
http://urology.surgery.duke.edu/research/clinical-research/prostate-cancer-clinical-research/duke-prostate-center-collaborators/dani
http://urology.surgery.duke.edu/research/clinical-research/prostate-cancer-clinical-research/duke-prostate-center-collaborators/dani
http://urology.surgery.duke.edu/research/clinical-research/prostate-cancer-clinical-research/duke-prostate-center-collaborators/dani
http://urology.surgery.duke.edu/research/clinical-research/prostate-cancer-clinical-research/duke-prostate-center-collaborators/dani
http://urology.surgery.duke.edu/research/clinical-research/prostate-cancer-clinical-research/duke-prostate-center-collaborators/dani
http://urology.surgery.duke.edu/research/clinical-research/prostate-cancer-clinical-research/duke-prostate-center-collaborators/dani
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THINK TANK IN  
GENITOURINARY MALGINANCIES 

RENAL CELL CARCINOMA 
Robert Motzer, M.D. 

 



Robert Motzer, M.D. 
Memorial Sloan Kettering Cancer Center 

 
Dr. Motzer is a board-certified medical oncologist who is dedicated to improving the 
lives of patients with genitourinary tumors. His primary area of expertise is kidney 
cancer (renal cell carcinoma) and testicular cancer (germ-cell tumor). For more than 25 
years, Dr. Motzer has used his skills as a clinician to provide high-quality and 
compassionate care for cancer patients at Memorial Sloan Kettering. 
 
In addition to providing patients with the highest standard of medical care, Dr. Motzer 
has led more than 50 clinical trials in patients with kidney cancer and testicular cancer, 
including national and international multicenter clinical trials. His research has helped to 
identify five targeted drugs — sunitinib (Sutent®), pazopanib (Votrient®), axitinib 
(Inlyta®), temsirolimus (Torisel®),  and everolimus (Afinitor®) — as effective treatments 
for patients with advanced kidney cancer. Also, Dr. Motzer has developed a system to 
aid in the prediction of treatment outcomes for patients taking medications for advanced 
kidney cancer; this (“MSKCC”) risk system is widely applied by physicians 
internationally to direct the care of patients. In the area of testicular cancer, his patient 
care and research efforts focus on developing better treatments for patients with 
difficult-to-treat tumors. 
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Robert Motzer, M.D. 
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BEST of ASCO® 
HEMATOLOGY: DIAGNOSIS & 

MANAGEMENT OF THROMBOTIC 
MICROANGIOPATHY 

CATHERINE M. BROOME, M.D. 
 
 



Thrombotic Microangiopathy:

Where Are We Today?

Catherine Broome MD

Associate Professor of Medicine

Thrombotic Microangiopathy

• DEFINED AS:

• Thrombocytopenia (think about defining as 
you would in HIT)

• Microangiopathic hemolysis (elevated LDH, 
decreased haptoglobin, smear review)

• Evidence of end organ impairment (renal, 
neurologic, cardiac, hepatic, GI, skin)

Thrombotic Microangiopathy

• Despite differing underlying causes once 
TMA develops the patients look very similar 
from a clinical and laboratory perspective

• It does not matter which door you use to enter 
the “room” once you are there the room looks 
the same

• Our challenge is to look
back and try to accurately 
ascertain which door was
used to get into the “room”



TMA

Differential Diagnosis of Thrombotic Microangiopathy 

Based on Pathophysiologic Cause

• HEREDITARY DISORDERS

Name Cause Clinical

ADAMSTS13 deficiency 
mediated TMA
(aka TTP)

Homozygous or compound 
heterozygous ADAMSTS13 
mutations

Usually presents in children, 
acute renal injury uncommon, 
patients with heterozygous 
mutations asymptomatic

Complement mediated TMA Mutations in CFH, CFI, CFB, 
C3, CD46 and other genes 
resulting in uncontrolled 
activation of the alternative 
pathway of complement

Presents in adults and children,
renal injury common, patients 
with heterozygous mutations 
may be symptomatic

Metabolism –mediated TMA Homozygous mutations in 
MMACHC

Initial presentation usually in 
children less than 1 year of age, 
has been reported in one young 
adult with HTN and renal
disease

Coagulation-mediated TMA Homozygous mutations in 
DGKE, PLG and THBD

Presents with acute renal injury 
in children les than 1 year of age

Differential Diagnosis of Thrombotic 

Microangiopathy Based on Pathophysiologic Cause

• ACQUIRED DISORDERS

Name Cause Clinical

ADAMSTS13 deficiency(aka 
TTP)

Autoantibody inhibition of 
ADAMSTS13 activity

Uncommon in children, acute 
renal injury is uncommon

Shiga toxin-mediated TMA(aka 
ST-HUS)

Infection with shiga toxin 
producing strain of E. coli or 
Shigella

More common in young 
children, acute renal injury is 
common, most cases are 
sporadic, outbreaks can occur

Drug-mediated TMA-not dose 
related

???? Sudden onset of severe 
symptoms often with severe 
acute kidney injury

Drug-mediated TMA-toxic dose 
related

Multiple mechanisms 
depending on drug
????????

Gradual onset of renal failure 
occurs over months

Complement mediated TMA Antibody inhibition of 
complement factor H activity, 
other ??

Acute renal injury in children 
and adults



TMA

Timeline of the Key Events in the History of TMA.

George JN, Nester CM. N Engl J Med 2014;371:654-666.

Timeline in TMA

TMA related disorders

Nester et al. Hematology 2012



TMA related disorders

Nester et al. Hematology 2012

** deficiency in ADAMTS13 < 10%

Thrombotic Thrombocytopenic 

Purpura(TTP)

• First presumed case described in a 16 yo girl by Moschcowitz in 
1924

• Clinical Pentad:

fever

altered mental status

thrombocytopenia

microangiopathic anemia

renal insufficiency

• Very poor outcomes from 1924-1991 with mortality as high as 
90%

• Can be hereditary(Upshaw –Schulman Syndrome) or acquired

• Incidence of acquired TTP higher in adults (2.9 cases per 1 
million per year) compared to children (0.1 cases per million per 
year)

• Increased frequency of acquired TTP associated with age (18-50 
years), female sex, black race.

Thrombotic Thrombocytopenic 

Purpura(TTP)

• 1982-large multimers of von Willebrand factor were observed 
in patients with “relapsing” TTP

• 1991-plasma exchange therapy(PEX) was shown to reduce 
mortality in patients with TTP from 90% to 28%

• 1996-discovery of a von Willebrand factor cleaving protease 
eventually termed ADAMTS13

• 1998-association between an acquired antibody directed 
against ADAMTS13 and clinical TTP led to the addition of 
steroids to the treatment regimen of plasma exchange

• 1997-Rituxan approved by FDA for treatment of NHL
• 2002-widespread off label use of rituxamab for the treatment 

of TTP
• 2013-SEVERE deficiency of ADAMTS 13(less than 5-10% 

activity) required to generate VWF mediated TMA or TTP



Thrombotic Thrombocytopenic Purpura

TTP Treatment

TMA related disorders

Nester et al. Hematology 2012

** deficiency in ADAMTS13 < 10%

**Shiga toxin 

producing E.coli

(90% of pediatric 

cases of HUS)

**50-60% of cases 

have identifiable 

mutations in CRPs 

of alternative 

pathway



TMA related disorders

Nester et al. Hematology 2012

** deficiency in ADAMTS13 < 10%

**Shiga toxin 

producing E.coli

(90% of pediatric 

cases of HUS)

**Drugs: CNI, 

ticlopidine, 

clopidogrel, 

simvastatin, 

interferon, quinine

**50-60% of cases 

have identifiable 

mutations in CRPs 

of alternative 

pathway

**Autoimmune: 

SLE, APS, 

Scleroderma

TMA

What is Complement Mediated TMA(aHUS)? 

• Life-threatening, chronic disease 
characterized by TMA and shown to be 
pathologically caused by dysregulation in the  
alternative complement pathway 

• Onset:
– Childhood: 42%
– Adulthood: 58% 

• Prognosis: 
– Overall ESRD or death in first year: 33-40% 
– Disease recurrence in renal transplant: 50% 

Fremeaux-Bacchi V et al. Clin J Am Soc Nephrol. 2013

Noris et al. NEJM 2009



Alternative Pathway of Complement 

Activation

endothelial cell damage, platelet activation, 

and thrombus formation

Walport et al. NEJM 2001

Nester, and Thomas. Hematology  2012

• Arm of our innate immune system 

• Constitutively active

• Tight control of the AP is required 

• C3 convertase (C3bBb)
• C3a: recruitment of pro-

inflammatory cells
• C3b: forms C3 convertase, 

positive feedback on AP

• C5 convertase (C3bBbC3b)
• C5a: recruitment of pro-

inflammatory cells
• C5b: sequential assembly of 

C5b and C6-C9 to form MAC

C3bBb

C3bBbC3b

Alternative Pathway of Complement 

Activation

endothelial cell damage, platelet activation, 

and thrombus formation

Walport et al. NEJM 2001

Nester, and Thomas. Hematology  2012

Key Regulators of Alternative 

Complement Pathway

+  C3

- Factor H

- Factor I

+  Factor B

- Thrombomodulin (THBD)

- Membrane co-factor protein

- Decay accelerating factor 

(DAF/CD55)

C3bBb

C3bBbC3b

DAF

Definition of aHUS Agreed to by 

Regulatory Authorities

Signs and symptoms of complement-mediated TMA

• Decreased platelet count

• Evidence of microangiopathic hemolysis

• Evidence of organ impairment/damage

Differentiate from other TMA diseases

• ADAMTS13 activity >5% → excludes severe ADAMTS13 deficiency 
(congenital or acquired TTP) as cause of TMA

• Absence of positive STEC test → excludes STEC as sole cause of 
TMA

No requirement for identified complement gene mutation

• Genetic mutation cannot be identified in 30% to 50% of patients with 
aHUS



• aHUS or complement mediated TMA can manifest with early signs 
and symptoms that are non-specific

• Clinical presentation can be very similar to other systemic 
thrombotic microangiopathies (TMA)

• Historically there was limited interest to differentiate aHUS from 
severe ADAMTS13 deficiency(TTP) as no specific management for 
aHUS existed

• Often presents in patients with other complement amplifying 
conditions

• aHUS is a rare disease and thus unfamiliar to many

• Remains a clinical diagnosis

Diagnosis of aHUS: Challenges

No Role for Complement Level Testing in the 
Diagnosis of aHUS

• Complement and soluble complement regulatory protein levels 
in plasma or serum are unreliable in the diagnosis of aHUS

• Majority of aHUS patients have normal levels of complement

– Serum C3 – normal in 80% of aHUS patients

– Complement Factor H (CFH) protein levels – normal in 87% 
of aHUS patients with CFH mutation

References: 1. Davin et al. Am J Kid Dis. 2010;55(4):708-777. 2. Noris et al. JASN. 2005;16(5):1177-1183. 3. Dragon-Durey et al. J Am Soc Nephrol. 2010;21(12):2180-2187. 
4. Sellier-Leclerc AL, JASN. 2007;18:2392-2400. 5. Noris M, et al. Clin J Am Soc Nephrol. 2010;5:1844-1859. 6. Tsai H-M. Int J Hematol. 2010;91:1-19. 7. Lamelle et al. 
Haematologica. 2008;93(2):172-177. 8. Barbot et al. Brit J Haem. 2001;113(3):649. 

Model of Atypical Hemolytic Uremic Syndrome or the Mechanisms Leading from Impaired 
Regulation of the Alternative Pathway to Thrombotic Microangiopathy.

NoriAtypical Hemolytic–Uremic Syndrome Marina Noris, Ph.D., and 
Giuseppe Remuzzi, M.D. N Engl J Med 2009; 361:1676-1687October 22, 
2009
s M, Remuzzi G. N Engl J Med 2009;361:1676-1687.



aHUS: More than a Renal Disease
Incidence of aHUS Complications by System¹

1. Muus P et al. Historical evidence of systemic multiorgan complications in atypical hemolytic uremic syndrome. Presented at EHA 2013.  

12 (40%) of the 30 aHUS patients experienced manifestations of TMA 

beyond the kidney

System Signs/Symptoms

Percent of 

Patients 

N=30

Renal Kidney impairment 90%

Cardiovascular Cardiomyopathy, myocardial infarction, transient ischemic 
attacks, pulmonary embolism, and cardiac arrest

50%

Gastrointestinal Diarrhea, vomiting, constipation 73%

Neurologic Headache, seizures, migraine, epilepsy and facial paralysis 53%

Pulmonary Asthma, pneumonia and respiratory failure 50%

aHUS complications in >1 system 100%

Other Findings May Increase the Index of 

Suspicion for aHUS

Family

History1-3

• 20-30% of patients with aHUS report a 
positive family history

• Due to incomplete penetrance, patients may 
still inherit a genetic basis for aHUS in the 
absence of positive family history

Eg, 

 Family history of unexplained renal failure

 Family history of cardiovascular disease due to 
unknown causes

Past

Medical 

History1,3-5

• History of signs or symptoms consistent with 
previous manifestations of TMA

• Patients may initially present without 
thrombocytopenia, anemia or renal injury

Eg, 

 Malignant hypertension

 Unexplained stroke or MI

 Preeclampsia/HELLP with renal involvement 
persisting after pregnancy

Complemen

t Levels1,2,6

• Low C3 and normal C4 levels suggests 
alternative pathway activation 

• However, the majority of patients with aHUS 
have normal complement levels

 Low complement levels may be 
observed in some patients

 Up to 80% of patients with aHUS have 
normal C3 levels

Biopsy6,7
• While not required for diagnosis, renal biopsy 

may be useful to confirm TMA lesions in some 
patients

 Histological evidence of renal TMA

 Deposits of terminal complement in 
microvessels

HELLP, hemolysis, elevated liver enzymes, low platelets. 
1. Loirat C, et al. Pediatr Nephrol. 2016;31(1):15-39. 2. Loirat C, Fremeaux-Bacchi V. Orphanet J Rare Dis. 2011;6:60. 3. Lhotta K, et al. Clin J Am Soc Nephrol. 2009;4(8):1356-1362. 4. 

Barbour T, et al. Nephrol Dial Transplant. 2012;27(7):2673-2685. 5. Tsai HM. Transfus Med Rev. 2014;28(4):187-197. 6. Laurence J. Clin Adv Hematol Oncol. 2012;10(10 Suppl 17):1-12. 7. 

Campistol JM, et al. Nefrologia. 2015;35(5):421-447.

Malignant hypertension 8%

Transplant-associated 5%

Glomerulopathy 4%

Systemic disease‡ 2%

Malignancy 1%

Diarrhea /
Gastroenteritis 24%

Upper respiratory 
tract infections 18%

Pregnancy-associated 7%

69% of Patients With aHUS Showed Their First Clinical 

Manifestation While Experiencing One of the Following 

Complement-Amplifying Conditions (N=191*)1

More Frequent 

Conditions

Less Frequent 

Conditions

*Patients with non-familial aHUS. ‡E.g., Systemic Lupus Erythematosus and Scleroderma.

1. Noris M, Caprioli J, Bresin E, et al. Clin J Am Soc Nephrol. 2010;5:1844-1859. 



Management Options: Overview

• Historical approach
– Plasma therapy (infusion or exchange)

– Liver-kidney transplantation

• Since 2011
– Complement inhibitor therapy (eculizumab)

Treatment of aHUS

• Plasma exchange/infusion of plasma 
– Replace deficient CFH or remove anti-CFH antibodies
– May temporarily help some patients aiding in normalization 

of hematologic parameters
– End organ damage more difficult to reverse

• Immunosuppression/Rituximab 

• Kidney/Liver Transplant
– Disease recurs in 50% of patients who undergo kidney 

transplantation only
• Graft failure occurs in 80-90% of those with recurrent disease

– Provide complement proteins that are deficient
– Very risky

Noris et al. NEJM 2009

Plasma Exchange Therapy for 

Complement Mediated TMA( aHUS )

• Very difficult to evaluate actual outcomes 
as these patients were often not 
diagnosed or labeled as “atypical TTP”

• Long term follow-up is very poor for this 
disease in the literature

• We may not have recognized some of the 
long term morbidity associated with 
chronic ongoing complement activation



Response to Plasma Therapy 

for aHUS

Affected 
Protein

Short-term 
Response 
(Remission Rate)

Long-term Outcome
(Rate of Death or 
ESRD)

Factor H 60% 70%-80%

CFHR1, R3 70%-80% 30%-40%

CD46 (MCP)
No definitive 
indication for 
therapy

<20%

Factor I 30%-40% 60%-70%

Factor B 30% 70%

C3 40%-50% 60%

Thrombomodulin 60% 60%

Noris M, et al. N Engl J Med. 2009;361:1676-1687

PE/PI for aHUS Has Proven to Be Clinically  

Inadequate1-10

• PE/PI is not sufficient to replace deficient or malfunctioning 
complement regulatory proteins1-9 

– Apheresis procedures themselves may also lead to 
complement activation via granulocyte aggregation14-15

• Ongoing complement activity, approximately four-fold higher than 
in normal patients, occurs in aHUS patients receiving PI16

• Complement dysregulation and TMA persist in aHUS patients on 
PE/PI, even if there is a transient impact on platelet count and 
LDH levels2,16

References: 1. Waters AM, Licht C. Pediatr Nephrol. 2011;26:41-57. 2. Legendre CM, Licht C, Muus P, et al. N Engl J Med. 2013;368:2169-2181. 3. Larakeb A, Leroy S, 
Frémeaux-Bacchi V, et al. Pediatr Nephrol. 2007;22:1967-1970. 4. Neuhaus TJ, Calonder S, Leumann EP. Arch Dis Child. 1997;76:518-521. 5. Remuzzi G, Ruggenenti P, 
Colledan M, et al. Am J Transplant. 2005;5:1146-1150. 6. Mache CJ, Acham-Roschitz B, Frémeaux-Bacchi V, et al. Clin J Am Soc Nephrol. 2009;4:1312-1316. 7. Vergouwen
MD, Adriani KS, Roos YB, et al. AJNR Am J Neuroradiol. 2008;29:e34. 8. Loirat C, Macher M-A, Elmaleh-Berges M, et al. Nephrol Dial Transplant. 2010;25:3421-3425. 
9. Malina M, Gulati A, Majid MA, et al. Pediatr Nephrol. 2011;26:1678. 10. Riedl M, Hofer J, A Rosales, et al. Initiale plasmatherapie bei patienten mit atypischem HUS: kein
negative vorhersagewert für das outcome nach einem jahr. Klin Padiatr. 2011;223-P031. 11. Langman CB. Haematologica. 2012;97(suppl 1): Abstract 0490. 12. Caprioli J, 
Noris M, Brioschi S, et al; for the International Registry of Recurrent and Familial HUS/TTP. Blood. 2006;108:1267-1279. 13. Noris M, Caprioli J, Bresin E, et al. Clin J Am Soc
Nephrol. 2010;5:1844-1859. 14. Boogaerts MA, Roelant C, Goosens W, et al. Transfusion. 1986;26:82-87. 15. Burnouf T, Eber M, Kientz D, et al. J Clin Apheresis. 2004;19:
142-147. 16. Heinen S, Pluthero FG, van Elmeren VF, et al. Mol Immunol. 2013;54:84-88. 16.  Cofiell R et al. Poster presented at the 55th Annual Meeting of ASH 2013,
Abstract 2184.
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Patients with ADAMTS13 activity > 5% (n =
22)

Patients with ADAMTS13 activity < 5% (n =
22)

*

Among Patients with TMA Treated with PE/PI, 

Those with ADAMTS13 Activity >5% Have 

Increased Rates of ESRD and Premature Mortality

A retrospective analysis of 44 patients undergoing PE/PI for the treatment of TMA at Duke 

University Medical Center studied the time to recovery from laboratory abnormalities and 

rate of premature mortality in patients with TMA (follow-up period up to 21 days)1

* Of patients with available data; †Of patients with abnormal creatinine at baseline; NSTEMI, non-ST-segment elevation myocardial infarction; PEA, pulse-less electrical activity.
1. Pishko AM. Blood. 2014;124:Abstract 4192. 2. Pishko AM and Arepally GM. Presented at: 56th American Society of Hematology Annual Meeting and Exposition; December 
6th-9th, 2014; San Francisco, CA. Poster 4192. 
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(normal creatinine by day 21)
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n=3/12 n=5/7 n=5/22

NSTEMI/aspiration pneumonia
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Multiorgan failure

Respiratory failure

Sepsis/PEA

Causes 

of Death2



Significant Morbidities and Mortality in aHUS
can Occur Regardless of Overt Clinical Manifestation1-
6

• In aHUS, complement-mediated damage can be devastating
and can manifest differently depending on the 
individual’s:2,4,7,8

– Level of baseline complement activation 
– Exposure to complement amplification
– Genetic background

• After initial diagnosis of aHUS, 42% (8/19) of 
patients progressed 
to end-stage renal disease or death without overt 
signs and symptoms 
of TMA1

References: 1. Frémeaux-Bacchi V, Fakhouri F, Garnier A, et al. Clin J Am Soc Nephrol. 2013;8:554-562. 2. Zuber J, Fakhouri F, Roumenina LT, et al. Nat Rev Nephrol.
2012;8:643-657. 3. Campistol JM, Arias M, Ariceta G, et al. Nefrologia. 2013;33:27-45. 4. Nester CM, Thomas CP. Hematology Am Soc Hematol Educ Program. 2012;2012:
617-625. 5. Sellier-Leclerc A-L, Frémeaux-Bacchi V, Dragon-Durey MA, et al; French Society of Pediatric Nephrology. J Am Soc Nephrol. 2007;18:2392-2400. 6. Loirat C, 
Frémeaux-Bacchi V. Orphanet J Rare Dis. 2011;6:60. 7. Noris M, Caprioli J, Bresin E, et al. Clin J Am Soc Nephrol. 2010;5:1844-1859. 8. Bu F, Maga T, Meyer NC, et al. 
J Am Soc Nephrol. 2013 Sep 12. [Epub ahead of print]. 

Assessing PE/PI Failure 
Recommendations from French Study Group for aHUS

Factors defining PE/PI failure after 5 
daily plasma exchanges:
• Platelet count and LDH are not normalized1

• Serum creatinine is not reduced by at least 
25%1

If TMA occurs in plasma dependent 
patients with detectable ADAMTS13 
activity when withdrawing PE/PI, consider 
an alternative therapy

1. Zuber J et al. Nat Rev Nephrol. 2012 Nov;8(11):643-657.

Treatment of aHUS- Eculizumab

Mechanism of 
action

– Humanized, monoclonal 
antibody

– Binds with high affinity to C5 
complement protein

Brodsky. Blood 2009.

Indications
• PNH- approved by FDA in 3/2007
• aHUS- approved by FDA in 9/2011



Eculizumab Multinational Clinical Program 
Includes Broad aHUS Patient Population

*Based on study definition
Please see full prescribing information for Soliris® (eculizumab).
1. Soliris® (eculizumab) Summary of  Product Characteristics. Alexion Europe SAS; 2012; 2. Soliris® (eculizumab) European Public Assessment Report. 
Available at http://www.ema.europa.eu [accessed December 15, 2011]; 3. Data on file. Alexion Pharmaceuticals, Inc. 
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Complement mutations

Platelet count in 

patients with TMA

Degree of organ damage

Dialysis

Renal transplant

No intervention1*No intervention1* 230 Interventions1230 Interventions1PE/PI

Approval of Eculizumab

Design Primary Outcomes Secondary Outcomes

Study 

1

Prospective, 
single arm
(n=17)

Median age: 28

Platelet count: 

- 26 week: mean increase 73k 
(82%)

- 64 week: mean increase 91k 
(88%)

Hematologic Parameters:

- 26 week: 76%
- 64 week: 88%

TMA EF status:

- 26 week: 88%
- 64 week: 88%
Decrease in Cr > 25%

- 26 week: 65%
- 64 week: 76%
Hemodialysis

- 80% discontinued 

Study

2

Prospective, 
single arm
(n=20)

Median age: 28

TMA EF status: 

- 26 week: 80%
- 62 week: 85%
Hematologic Parameters:

- 26 week: 90%
- 62 week: 90%

Decrease in Cr > 25%

- 26 week: 15%
- 62 week: 35%
(*less improvement with 
chronic injury)

Legendre et al. NEJM 2013
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98%
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90% 90%
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Continued Improvement in Hematologic Markers of 

Complement-Mediated TMA Across All Studies

1. Greenbaum L et al. ASN 2013. Abstract SA-PO849; 2. Fakhouri F et al. ASN 2013. Abstract FR-OR0571; 3. Legendre CM et al. N Engl J Med. 
2013;368:2169-2181; 4. Licht et al. ASH 2013. Poster 2186.  4. Soliris® (eculizumab). Prescribing information. Alexion Pharmaceuticals, Inc.; 
2014.

Platelet Normalization at 26 weeks* Hematologic Normalization at 26 weeks†

*Platelet normalization: nor2 consecutive measurements ≥4 weeks apart. 
†Hematologic normalization: normal platelet (≥150×109/L) and LDH levels for ≥2 consecutive 
measurements ≥4 weeks apart.
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Rapid and Sustained Improvement in Hematologic 

Markers of Complement-Mediated TMA with or without 

Identified Genetic Mutation

+Mut = with mutation; −Mut = without mutation

Platelet normalization: normal platelet (≥150×109/L) for 2 consecutive measurements ≥4 weeks apart

*Hematologic normalization: normal platelet (≥150×109/L) and LDH levels for ≥2 consecutive measurements ≥4 weeks apart. 
1. Data on file. Alexion Pharmaceuticals. Inc; 2. Al-Akash et al. ASH 2012. Poster 2085.  
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Rapid and Sustained Improvement in Hematologic Markers of 

Complement-Mediated TMA Followed by Continuous and Time-Dependent 

Reversal of Renal Damage with Chronic Eculizumab Treatment 

Licht C et al. ASH 2013. Poster  2186.
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Dialysis Was Eliminated in 80% to 83% of Patients 

With Earlier Eculizumab Treatment at 26 Weeks1-5

1. Legendre CM et al. N Engl J Med. 2013;368:2169-2181; 2. Greenbaum L et al. ASH 2013. Abstract 2191; 3.Fakhouri F et al. ASH 2013. Abstract 
2179;  4. Greenbaum L et al. ASH 2012. Abstract 2084; 5. Licht C et al. ASH 2012. Abstract 985;  6.  Soliris® (eculizumab) [package insert]. Alexion 
Pharmaceuticals; 4/2014.
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Thrombotic Microangiopathy: 
Tomorrow?

Infection induced
HUS-shigatoxin
HUS-Strep Pneumoniae

Defective cobalamin
metabolism( 

MMACHC mutations)

TTP
Abnormalities in 
ADAMTS 13 activity
Genetic
Acquired/autoantibodies

Complement Mediated 
TMA(aHUS)
Disorders of complement 
regulation
Genetic abnormality 

Pregnancy
HELLP
Eclampsia

DRUGS
Calcineurin inhibitors
Quinine
Bleomycin, mitomycin,cisplatin
rifampin

Connective tissue
Disorders:
SLE
APA syndrome
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CLIFFORD HUDIS, M.D. 
 
 



Clifford A. Hudis, M.D., FASCO 

CEO of American Society of Clinical Oncology 

Dr. Hudis is the CEO of the American Society of Clinical Oncology (ASCO). Previously, 

he served for nearly two decades as the Chief of the Breast Medicine Service and 

Attending Physician at Memorial Sloan-Kettering Cancer Center (MSKCC) in New York 

City where he was also a Professor of Medicine at the Weill Medical College of Cornell 

University. He was co-chair of the Breast Committee of the Alliance for Clinical Trials in 

Oncology (formerly Cancer and Leukemia Group), Chair of the Scientific Advisory 

Committee of the Breast Cancer Research Foundation, a former Associate Editor of the 

Journal of Clinical Oncology, and the President of ASCO during its 50th anniversary, 2013-

2014. 

For almost 30 years he has worked to develop more effective treatment and prevention 

for breast cancer. His early work focused on translating the kinetic predictions of the 

Norton-Simon model into more effective dose-dense adjuvant inflammation, obesity, and 

cancer and his group described low grade, chronic white adipose inflammation in most 

overweight and obese women. They have made similar observations in other 

malignancies and risk groups and have used these insights to inform intervention studies 

and public policy initiatives at an international level. 
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BIOLOGIC THERAPIES AND THE ROLE OF 
BIOSIMILARS IN ONCOLOGY 

EDWARD LI, PHARM D 
 
 



Edward Li, PharmD, MPH, BCO 
University of New England College of Pharmacy 

 
Dr. Li is an Associate Professor in the Department of Pharmacy Practice at the University 
of New England College of Pharmacy. Dr. Li earned his Doctor of Pharmacy degree from 
the Philadelphia College of Pharmacy and his Master of Public Health from the University 
of New England.  He completed a Pharmacy Practice Residency at the University of 
Wisconsin Hospital and Clinics and an Oncology Pharmacy Practice Residency at the 
University of Maryland School of Pharmacy.  Dr. Li is a Board Certified Oncology 
Pharmacist who maintains a practice with the New England Cancer Specialists, the 
region’s largest oncology group, located in Scarborough, Maine.  He also works with New 
Century Health, a leading innovator of quality and cost management programs, to develop 
cancer treatment pathways.  Before joining UNE, he was the Oncology Pharmacy 
Manager at the National Comprehensive Cancer Network, a not-for-profit organization 
whose clinical practice guidelines in oncology are the standard of care in the United 
States. His research focuses on cancer pharmacoepidemiology, pharmacoeconomics, 
and evaluating health policy issues as they relate to oncology practice. 
 



44 
 

BEST OF ASCO® 
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SURESH RAMALINGHAM, M.D. 
 



 

Dr. Suresh Ramalingam, MD 
Professor 

Director, Division of Medical Oncology 
Emory School of Medicine 

Department of Hematology & Medical Oncology 
 
Dr. Suresh Ramalingam specializes in the treatment of thoracic malignancies. He has 
an active research program that focuses on development of new treatment options and 
individualized therapy for lung cancer. Dr. Ramalingam has over 100 peer-reviewed 
publications. Dr. Ramalingam serves as the chair of the Thoracic Malignancies 
Committee of the Eastern Cooperative Oncology Group (ECOG). He also serves on the 
editorial board of leading cancer journals such as Journal of Clinical Oncology, Cancer, 
Clinical Lung Cancer and Cancer, Chemotherapy and Pharmacology.  Dr. Ramalingam 
is the section editor for chest malignancies for Cancer, the flagship journal of the 
American Cancer Society. Dr. Ramalingam is the recipient of several awards, including 
the ‘James Eckman Award for Excellence in Teaching’, Department of Hematology and 
Medical Oncology, Emory University, the Distinguished Cancer Scholar Award, and the 
prestigious NCI Clinical Trials Team Leadership Award. 
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Bassel F. El-Rayes, M.D.  
Winship Cancer Institute of Emory University 

 
Dr. El-Rayes is the Director of the GI Oncology Clinical and Translational Research 
Program, Associate Cancer Research Director for Clinical Research at Winship 
Cancer Institute of Emory University and Associate Professor of Hematology and 
Oncology at Emory University School of Medicine. Dr. El-Rayes earned his 
bachelor’s degree in biology and doctoral degree from the American University of 
Beirut. He then completed his residency in internal medicine and fellowship in 
hematology and medical oncology at Wayne State University, Detroit. He is 
certified by the American Board of Internal Medicine in Internal Medicine and 
Medical Oncology and is an active member of the American Society of Clinical 
Oncology. He was on faculty at Wayne State University Karmanos Cancer Institute 
from 2003-2009. Dr El-Rayes clinical interests include gastrointestinal 
malignancies. Dr El-Rayes is a Georgia Cancer Coalition Distinguished Clinical 
Scholar. He has published over 70 peer reviewed articles in elite journals including 
Journal of Clinical Oncology and Cancer Research.   
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Thom Mitchell, M.D., Medical Director 
Cahaba GBA 

 
Dr. Mitchell received his undergraduate degree from Cornell University. After two 
years of graduate work, he enrolled in Cornell University Medical College. He trained 
in internal medicine at Vanderbilt University and became the director of emergency 
services at Metropolitan Nashville General Hospital. He has practiced emergency 
medicine for 25 years.  During that time, he also served as the market medical director 
for Aetna Health Plans of Tennessee and as the assistant medical director for a start-
up Medicare Advantage plan, which was based in Nashville Tennessee.  He joined 
Cahaba GBA three years ago as an associate medical director and was promoted to 
senior contractor medical director in February of 2015.   He continues to practice 
emergency medicine part-time. 
 



Medicare Policy Updates
2016

GASCO Annual Meeting 
September 10, 2016

Thom R. Mitchell, MD, FACP, FACEP
Senior Contractor Medical Director

DISCLAIMER

• This resource is not a legal document. This 
presentation was prepared as a tool to assist providers.

• This presentation was current at the time it was 
created.

• Although every effort has been made to assure 
accurate information, responsibility for correct claim 
submission lies with the provider of the services.

• Reproduction of this material for profit is prohibited.

Agenda

• Medicare Contracting
• Cancer Chemo Coverage
• Appeals/Reconsiderations
• Comprehensive Error Rate Testing
• Evaluation & Management Errors
• Comprehensive Care, Transitional Care,  
Advanced Care services and CPT codes

• Program Innovations
• Website & General Information



Medicare Contracting

• MAC (Medicare Administrative Contractor)
• DMEMAC (Durable Medical Equip MAC)
• HH&H (Home Health and Hospice)
• CERT (Comprehensive Error Rate Testing)
• RA (Recovery Auditors)
• ZPIC (Zone Program Integrity Contractor)
• QIC (Qualified Independent Contractor)
• QIO (Quality Improvement Organization)

– Beneficiary and Family Centered Care
– Quality Innovation Network

• SMRC (Supplemental Medical Review Contractor)

Quality Improvement Organizations

• BFCC‐QIO

• Beneficiary and Family Centered Care
– Beneficiary and Family Centered Care

– Kepro

– www.keproqio.com

• QIN‐QIO

• Quality Innovation Network
– Alliant‐Georgia Medical Care Foundation  (GA, NC)

– www.alliantquality.org

– atom Alliance (AL, IN, KY, MS, TN) 3340 Players Club Parkway, Suite 300 
Memphis, TN 3812 800‐528‐2655 

– http://atomalliance.org

www.cms.gov/Regulations‐and‐Guidance/Guidance/Manuals/Internet‐
Only‐Manuals‐IOMs.html



MAC A/B Jurisdiction Map
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RA Contractors

A. Diversified Collection Service (DCS)
B. CGI
C. Cotiviti, Inc.  (www.Cotiviti.com/RAC)
D. HealthData Insights (HDI)

ZPIC Contractors
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Health Integrity
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Health Integrity
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Zone 5
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Zone 6Zone 6

Zone 7
SafeGuard Services

Zone 7
SafeGuard Services

Anti-Cancer Chemo Coverage

• Coverage outlined in the Medicare Benefit Policy 
Manual (PUB 100‐2 Ch. 15 Sec.50.4.5

• FDA approved VS. “Off‐label”

• Off‐label based, medically accepted indications are 
supported in either one or more of the compendia 
or in peer‐reviewed medical literature

• Cahaba Chemotherapy Article A52701



Appeals/Redeterminations

• MR uses NCCN Drugs and Biologic Compendium

• If in Last Column NCCN Category is 2A or above 
appeal is overturned

• If in Last Column NCCN Category is 2B or below 
appeal is affirmed

• If conflict between ICD‐10 code column and the 
narrative in the other NCCN columns, we use the 
narrative

Comprehensive Error Rate Testing Program

• Established by CMS to monitor the accuracy of claim payment in 
the Medicare Fee‐For‐Service program

• Sampling methodology, randomly selected claims based on 
services with the highest historical improper payments 

• Communication with the provider all has CMS letterhead 
(contractors are invisible)

• Preferred method of record exchange is fax (mail is secondary)
– Include bar coded cover sheet or Claim ID (CID) number on submitted 

documentation

• Reimbursement recouped by the MAC

• Same appeal rights as Medicare

Comprehensive Error Rate Testing Program

• CERT Documentation Contractor
– https://www.certprovider.com

– Fax or mail documentation

• CERT Review Contractor
– Determines error rate for the MAC

– Same appeal rights as under Medicare

• CERT Statistical Contractor

• CERT Report Website Contractor
– Maintains https://www.cms.hhs.gov/cert



Comprehensive Error Rate Testing Program

Comprehensive Error Rate Testing Program

Comprehensive Error Rate Testing Program

Service Type Services 
Incorrectly Coded

Insufficient
Documentation

No Documentation

Hospital Initial 69% 29% 2%

Hospital Subs 67% 32% 1%

Office New 93% 7% 0%

Office Estab 83% 17% 0%



Why does this matter?

• CMS requires that we recoup the payments

– You did the work and deserve to be reimbursed

• We use it as an indicator of vulnerabilities

• CMS evaluates MACs based on CERT performance

– Contract awards influenced by CERT rates

– CERT rates play a role in Award Fees

• Congress may act on them

How to Prevent CERT E&M Errors

• Assign an individual to be your CERT contact person
– Communicate with your billing company

– Hospitalists communicate with the hospital medical records

– Set up a process to receive and respond to medical record requests 

• Return the records to the CERT Documentation Contractor in a 
timely fashion

• Ensure medical record documentation is complete, accurate and  
supports the level of service billed
– Train your coders

– Do not reward up‐coding

– Physician coders?

How to Prevent CERT Errors

• Clear legible signatures

• Validate that the claim contains the correct ICD‐10 and CPT 
codes

• Physician Extenders
– If you bill with physician PIN sign and certify that  you participated in the 

evaluation and care



Observation E&M

• Primary provider directing the observation care

• Initial observation care 99218‐99220

• Subsequent observation care 99224‐99226

• Observation care discharge 99217

• Observation or inpatient care/admit & discharge on same DOS

• 99234‐99236

• Consultants Office or other outpatient visits

• New patient 99201‐99205

• Established patient  99211‐99215

OIG 2016 Work Plan

• Oversight of provider based status of free standing facilities and  
clinics

• Duplicate graduate medical education payments (direct and 
indirect)

• Bone marrow and stem cell transplant (dx and unbundling)

• IMRT correct billing and not billing as part of developing an 
IMRT plan (DL36743) 

• Physician home visits (in lieu of an office or outpatient R&N)

• Use of prolonged services E&M codes (99354‐99416)

• Does Medicaid monitor group homes and SNF transfers to ED 

• Do state agencies follow up on SNF deficiencies

Home Health Certification

• Effective 1/1/2015

• Certify benefit eligibility (billed with G0180, G0179 recert)

• Face to face encounter is required (billed with E&M)

• Need for extra documentation (narrative) scaled back or eliminated

• HH agency will provide medical records describing the  beneficiary’s 
condition and supporting eligibility for services

• Requirements:
– Confined to home

– Need skilled services

– Under care of a physician

– Care plan established and reviewed by a physician

– Face to face encounter with physician or practitioner reviewed and signed by 
the physician



Home Health Certification

• Your Home Health/Hospice Medicare contractor’s website may 
be accessed to obtain information regarding eligibility and 
documentation requirements.  Additional references are as 
follows:

• CMS MLN Article (MM9119 Revised) Manual Updates to Clarify 
Requirements for Physician Certification and Recertification of 
Patient Eligibility for Home Health Services

• Certifying Patients for the Medicare Home Health Benefit

• Medicare Home Health Agency (HHA) Center

Chronic Care Management

• CPT 99490 20 minute unit of clinical staff time directed by a health 
care professional per month
– Multiple chronic conditions expected to last at least 12 months
– Physician directed
– Initiated with a comprehensive E&M, annual wellness or initial preventive 

physical exam visit
– Comprehensive care plan established, implemented, revised or monitored
– Obtain consent from the beneficiary
– Must be able to document the services and time (certified EHR tech.)
– 24/7 access to management services
– Facility and provider may bill separately
– Frequently Asked Questions
– http://www.cms.gov/Outreach‐and‐Education/Medicare‐Learning‐

Network‐MLN/MLNMattersArticles/Downloads/SE1516.pdf

Transitional Care Management

• To transition the beneficiary from an inpatient environment to the 
community

• Begins with a qualified discharge from a facility
• 30 day period begins on the day of discharge and continues for the next 29 
days

• Interactive contact within 2 business days from the D/C
• Face to face visit must occur with in 7 (CPT 99496) or 14 (CPT 99495) days
• DOS the date of the face to face
• May be provided by telecommunication
• Includes many non‐face‐to‐face services
• May report other R&N E&M services during the period
• https://www.cms.gov/Outreach‐and‐Education/Medicare‐Learning‐Network‐
MLN/MLNProducts/Downloads/Transitional‐Care‐Management‐Services‐
Fact‐Sheet‐ICN908628.pdf



Advanced Care Planning

• 1/1/2016 Advanced Care Planning (99497, 99498)
– Face‐to‐face service including the explanation and discussion of advance 

directives
– When reasonable & necessary for the diagnosis or treatment of injury or 

illness
– Can be billed –

• On same day as E/M 
• During period covered by TCM, CCM, or global surgery

• May be an element of the Annual Wellness Visit 
– Deductible and coinsurance will be waived
– Must be billed with modifier 33 (preventive services)

• https://www.cms.gov/Medicare/Medicare‐Fee‐for‐Service‐
Payment/PhysicianFeeSched/Downloads/FAQ‐Advance‐Care‐
Planning.pdf

CMS Open Payments

• Required by the Patient Protection and Affordable Care Act

• Disclose financial relationships for doctors and hospitals

– Explanation of the data

– Required reporting by manufacturers and group purchasing 
organizations

• www.cms.gov/openpayments

Unused Drugs or Biologicals

• MLN MM5923 Updated 2013
• MACs may require use of modifier JW to identify unused drug 
or biologicals from single use vials or single use packages that 
are appropriately discarded

• Change Request 9603
• Effective January 3, 2017 these claims shall be submitted with 
the JW modifier.  

• Documentation must be in the medical record
• https://www.cms.gov/Outreach‐and‐Education/Medicare‐
Learning‐Network‐
MLN/MLNMattersArticles/Downloads/MM9603.pdf



Oncology Care Model

• Chemotherapy episode of care

• 24/7 clinician with access to medical records

• ONC certified EHR

• Care plan with the 13 components in the Institute of Medicine 
Care Management Plan

• Medicare FFS claims followed for 6 months

• $160 per month paid to participant

• Benchmark calculated based on diagnosis

• If performance is less than the benchmark would lead to a 
bonus

• Quality measures play a role

Accountable Health Communities Model

• Funding to test ways to address the health‐related social needs 
of Medicare and Medicaid beneficiaries
– Food insecurity

– Inadequate or unstable housing

– Utility needs

– Interpersonal violence

– Transportation

• Funding not to meet these needs but to find ways to use 
community services to address them

• Concept is by addressing these would decrease medical 
utilization and cost

• Requested letter of intent (2/8/2016)

Accountable Health Communities Model

• Fact Sheet

• https://www.cms.gov/Newsroom/MediaReleaseDatabase/Fact‐
sheets/2016‐Fact‐sheets‐items/2016‐01‐05.html

• AHCM Homepage

• https://innovation.cms.gov/initiatives/ahcm/



Comprehensive Primary Care Plus

• Based on Comprehensive Primary Care initiative running Oct. 2012‐
Dec 2016

• Regionally based multi‐payer payment reform and care delivery 
transformation

• CMS will work with commercial insurance plans and Medicaid 
agencies to provide financial support necessary for practices to make 
fundamental changes in their care delivery.  

• Key Primary Care Functions: (1) access and continuity; (2) care 
management; (3) comprehensiveness and coordination; (4) patient 
and caregiver engagement and (5) planned care and population 
health

• Payer proposals to partner with CMS in 20 regions
• Practices apply to participate (July15‐Sept. 1, 2016)
• https://innovation.cms.gov/iniatives/comprehensive‐primary‐care‐plus/

Transforming Clinical Practice Initiative 
Support and Alignment Networks 2.0

• Leverage primary and specialist care transformation work and 
learning to catalyze the adoption of Alternative Payment Models 
on a large scale. 

• Designed to support clinician practices through nationwide, 
collaborative and peer‐based learning networks that facilitate 
practice transformation

• Goals:
– Reducing total cost of care
– Improving the quality of care delivered
– Rapidly transitioning practices through the phases of transformation in 

preparation for participation in and alignment with Alternative Payment 
Models and Advanced Alternative Payment Models

• Letter of intent by July 1, 2016 to transformation@cms.hhs.gov

Other Innovations

• Comprehensive Care for Joint Replacement Model
• Cardiovascular Disease Risk Reduction Model
• Medicare Diabetes Prevention Program
• Precertification

– Power assist devices
– Elective ambulance transportation
– Hyperbaric oxygen therapy

• Episode Payment Models
– Hip Fracture
– Acute MI
– CABG



Websites

• www.cms.hhs.gov
– CERT
– RAs
– LCDs (Local Coverage Determinations)
– NCD (National Coverage Determinations)

• www.cahabagba.com
– LCDs
– Chemo Article

• www.certprovider.com

– CERT Documentation Contractor

Cahaba GBA

QUESTIONS?
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BEST of ASCO® 
PERSONALIZED MEDICINE FOR LOCALIZED 

PANCREATIC CANCER 

DOUGLAS B. EVANS, M.D. 
 
 



Douglas B. Evans, MD 
Donald C. Ausman Family Foundation 

Professor in Surgery and Chair 
 
Douglas B. Evans, MD is the Donald C. Ausman Family Foundation Professor of Surgery 
and Chair of the Department of Surgery at The Medical College of Wisconsin.   Prior to 
joining the Medical College of Wisconsin in January 2009, he was the Hamill Foundation 
Distinguished Professor of Surgery at The University of Texas M. D. Anderson Cancer 
Center.  He is board-certified in surgery, and his clinical interests include treatment of 
pancreatic cancer and tumors of the endocrine system (thyroid, parathyroid, adrenal).  Dr. 
Evans is based at Froedtert Hospital and holds appointments at the Clement J. Zablocki 
VA Medical Center and Children's Hospital of Wisconsin. 
 
Dr. Evans' research interests focus on translational laboratory research in the biology of 
pancreatic cancer and in clinical trial development for patients with localized disease. He 
has completed a number of investigator-initiated clinical trials, including a National Cancer 
Institute Specialized Programs of Research Excellence (NIH P20 SPORE) pancreatic 
cancer grant.  At M. D. Anderson, his endocrine surgery group worked extensively on the 
genotype-phenotype correlations in multiple endocrine tumors and was the first to define 
the role for ultrasound in the preoperative management of patients with thyroid cancer. 
He was twice awarded the Outstanding Teacher Award at M. D. Anderson Cancer Center 
in 1995 and 2003. He also received the Faculty Achievement Award in Clinical Research 
in 1998.  Since joining MCW, he has forged the Program in Pancreatic Cancer Research 
including a clinical database, a tissue bank, a personalized cancer treatment clinical trial, 
and ongoing laboratory research. 
 
Dr. Evans is a fellow of the American College of Surgeons, and a member of the editorial 
boards of Surgery and the American Journal of Surgery and is Editor of the Pancreatic 
Tumors Section of the Annals of Surgical Oncology.  He served on the editorial board for 
the seventh edition of the AJCC (American Joint Committee on Cancer) Cancer Staging 
Manual, and chaired the committee that revised the staging system for pancreatic 
cancer.  He has served on various national medical advisory committees and has worked 
extensively with patient advocacy groups including the Pancreatic Cancer Action Network 
(PanCAN) and the Lustgarten Foundation.  In 2013 and 2014, Dr. Evans served as the 
Chair of the Pancreatic Cancer Action Network-American Association for Cancer 
Research Acceleration Network Grants Scientific Review Committee. 
 
He has authored or co-authored 262 journal articles and has edited seven books. He has 
delivered more than 70 invited lectureships nationally, most recently at Harvard Medical 
School, The Ohio State University, Vanderbilt University, Carolinas Medical Center, and 
the University of Calgary, amongst others.  He has also been invited to present his 
research findings at international meetings in New Zealand, Belgium, France, Sweden, 
Japan, and elsewhere.  He was awarded an American College of Surgeons Traveling 
Fellowship in 1999. 
 



Dr. Evans completed a general surgery residency at Dartmouth in 1988 followed by a 
surgical oncology fellowship at the University of Texas, M. D. Anderson Cancer Center. 
He received his medical degree from Boston University School of Medicine in 1983, and 
his bachelor of science from Bates College in Lewiston, Maine, in 1978. 
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BEST of ASCO® 
MULTIPLE MYELOMA  

SAGAR LONIAL, M.D. 
 
 



Sagar Lonial, MD, FACP 
Professor 

Department of Hematology and Medical Oncology 
Winship Cancer Institute of Emory University 

 
Dr. Lonial is internationally recognized as a leading authority in multiple myeloma 
treatment and research. As a medical oncologist at the Winship Cancer Institute, Dr. 
Lonial treats patients with multiple myeloma and is a lead member of the bone marrow 
transplantation team and clinical trials team. He is board certified in hematology, 
oncology and internal medicine. 
 
Dr. Lonial is involved in numerous professional organizations including the American 
Society of Clinical Oncology, American Society of Hematology, and the American 
Society for Blood and Marrow Transplantation. He serves as Vice Chair of the Myeloma 
Committee in the Eastern Cooperative Oncology Group and as Chair of the Steering 
Committee for the Multiple Myeloma Research Consortium. Additionally, he is on the 
board of directors for the International Myeloma Society, and on the scientific Advisory 
Board for the International Myeloma Foundation. 
 
Dr. Lonial earned his medical degree from the University of Louisville School of 
Medicine. He completed his internship and residency at Baylor College of Medicine in 
Houston, Texas, followed by a fellowship in hematology and oncology at Emory 
University School of Medicine in Atlanta, Georgia. 
 
Dr. Lonial has worked in the field of immunotherapy and cancer since his arrival at 
Emory, and in the previous 3 years has spent time developing the B-cell malignancy 
program with respect to novel targeted agents in laboratory models as well as early 
clinical trials. His previous laboratory work has focused on evaluating the impact of 
purified dendritic cell subsets on the nature of immune responses against antigen, and 
he has completed several trials evaluating the impact of cytokines on dendritic cell 
content and post-transplant immune recovery. 
 
Most recently, Dr. Lonial has focused on combinations of novel agents as therapy for 
myeloma and lymphoma, particularly evaluating combinations that may result in 
synergistic inhibition of the PI3-K/Akt pathway. His lab has recently received funding 
from the MMRF, the Lymphoma Research Foundation, and The Leukemia & Lymphoma 
Society. 
 

 

https://winshipcancer.emory.edu/patient-care/clinics-and-centers/bone-marrow-transplant-center.html
https://winshipcancer.emory.edu/patient-care/clinics-and-centers/bone-marrow-transplant-center.html
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BEST of ASCO® 
GYNECOLOGICAL CANCER 

SHARAD GHAMANDE, M.D. 
 
 



Sharad Ghamande, M.D. 
Augusta University 

 
Dr. Ghamande completed his Fellowship in Gynecologic Oncology at Roswell Park 
Cancer Institute in Buffalo, New York in 2000. He also completed Fellowship programs at 
both Memorial Sloan Kettering Cancer Center and M.D. Anderson. His Residency in 
Obstetrics and Gynecology was completed at Boston Medical Center in Boston, 
Massachusetts. He is board certified in both Obstetrics and Gynecology and Gynecologic 
Oncology. 
 
Dr. Ghamande was inducted into the Alpha Omega Alpha Honor Medical Society during 
his time at the Boston Medical Center Program. 
 
Dr. Ghamande enjoys a dual role as an Associate Professor at the Medical College of 
Georgia and working in the private sector. 
 
In his spare time, he enjoys spending time with his family. 
 

http://www.augonc.com/doctor/sharad-ghamande-md/
http://www.augonc.com/doctor/sharad-ghamande-md/
http://www.augonc.com/doctor/sharad-ghamande-md/
http://www.augonc.com/doctor/sharad-ghamande-md/
http://www.augonc.com/doctor/sharad-ghamande-md/
http://www.augonc.com/doctor/sharad-ghamande-md/
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BEST of ASCO® 
BREAST CANCER 

RUTH O’REGAN, M.D. 
 



Ruth M. O'Regan, MD 
Chief Hematology/Oncology Division 

University of Wisconsin 
Division Head of Hematology and Oncology in the Department of Medicine  

University of Wisconsin School of Medicine and Public Health. 

 

Dr. O’Regan is an internationally recognized breast-cancer physician and researcher 
with particular expertise on breast cancers that are resistant to current therapies. 

A native of Dublin, Ireland, O’Regan previously was a professor of hematology and 
medical oncology at Emory University, where she held the Louisa and Rand Glenn 
Family Chair in Breast Cancer Research. Additionally, O’Regan was the medical 
director at Glenn Family Breast Center of Emory University, director of the Breast 
Cancer Translational Research Program at the Winship Cancer Institute, and chief of 
hematology and medical oncology at the Georgia Cancer Center for Excellence at 
Grady Memorial Hospital. 

In her dedication to training the next generation of physicians, O’Regan served as vice 
chair for educational affairs in the department of hematology and medical oncology and 
as director of the hematology/oncology fellowship program at Emory University. 

With a highly active research program focused on identifying mechanisms of resistance 
to breast-cancer therapies and development of new therapies, O’Regan has been 
principal investigator for numerous grants and clinical trials. 

Her research group has made significant discoveries about the role of the PI3 Kinase-
mTOR pathway in triple-negative breast cancer, showing that mTOR inhibition can 
sensitize breast-cancer cells to upstream growth-factor inhibitors. These discoveries 
resulted in a novel clinical trial for patients with metastatic breast cancer. 

Dr. O'Regan was previously a member of the San Antonio Breast Cancer Symposium 
Planning Committee, in addition to serving on numerous other committees, study 
sections and advisory boards. 

 



ASCO 2016:  Breast Cancer
Georgia Association of Clinical Oncology

Annual meeting
Atlanta, GA, September 10th, 2016

Ruth M. O’Regan, MD
Professor and Division Chief 

Hematology and Medical Oncology, 
Department of Medicine,
University of Wisconsin

Disclosures

• Advisor:

– Pfizer, Lilly

• Research support:

– Novartis, Pfizer

Topics to discuss
• ER-positive breast cancer:

– Extending endocrine therapy (Plenary)

– CDK inhibition in metastatic disease (Absts. 507, 510, 
512)

• HER2-positive

– T-DM1 pre-operatively (Abst. 500)

– Trastuzumab biosimilar (Abst. 503)

• (Neo)-adjuvant chemotherapy (Absts. 1000, 1002, 1003)

• Novel agents for TNBC (Absts. 1009, 1011)

• Surgery in patients with metastatic breast cancer (Absts. 
1005, 1006)



CCTG MA.17R <br />

MA.17R Trial Schema and Design <br />AI x 5 yrs  - Following Prior  5 years of AI - preceded or not by Tamoxifen 

Slide 11

58% reduction in CBC



Slide 14

Slide 17

Slide 19



My take
• Several caveats with results

– Low event rate (especially for distant recurrence)

– Much of the benefit in reducing contralateral breast 
cancer

– Required event number not reached at time of this 
analysis

– Await NSABP B‐42

– Definition of DFS did not include deaths from other 
causes 

• Fracture rate increased despite use of bisphosphonates

• Which patients really need extended adjuvant endocrine 
therapy is justified?

Methods: TAILORxDesign & Rationale for RS Cutpoints
Enrollment period: April 7 , 2006 to October 6 , 2010 (N=10,273 eligible)

Sparano J A , and Paik S JCO 2008;26:721-728

Key Eligibility Criteria
• Node‐negative
• ER‐pos, HER2‐neg
• T1c‐T2 (high‐risk T1b)
• Age 18‐75 years
• No PBI planned

Key Eligibility Criteria
• Node‐negative
• ER‐pos, HER2‐neg
• T1c‐T2 (high‐risk T1b)
• Age 18‐75 years
• No PBI planned

Statistical Design
• RS 11‐25: non‐inferiority

• 90% vs. <87% iDFS 
• 835 DFS events

• RS < 11
• 95% vs. <93% DRFI at 10 

years
• 75 DRFI events
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Recurrence Score = 11 
• 7.3% distant recurrence 
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• 95% CI 5%, 10%
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Recurrence Score = 25 
• 16.1% distant recurrence  rate 
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• 95% CI  13%, 20%

Recurrence Score = 25 
• 16.1% distant recurrence  rate 

at 10 years
• 95% CI  13%, 20%

San Antonio Breast Cancer Symposium, December 8‐12, 2015 

This presentation is the intellectual property of the author.
Contact them at roregan@medicine.wisc.edufor permission to reprint and/or distribute. 

Patient Characteristics and Treatment 
RS < 11 RS 11‐25 P Value

No. eligible patients  1626 6897

Median age 58 years 55 years P<0.001

Post‐menopausal 70% 64% P<0.001

Median tumor size 1.5 cm 1.5 cm N.S

Histologic grade 
Low
Intermediate
High

34%
59%
7%

29%
57%
14%

P<0.001

ER Expression  > 99% > 99% N.S.

PgR Expression 98% 92% P<0.001

Surgery
Lumpectomy
Mastectomy

68%
32%

72%
28%

P<0.001

• Endocrine therapy in low RS group: AI in 59%, tamoxifen in 34%, sequential tamoxifen‐
AI in 1%, OFS plus other therapy (3%), or other/unknown (3%)

• Chemotherapy given to 6 patients  in low RS group: (1 of whom recurred) 

San Antonio Breast Cancer Symposium, December 8‐12, 2015 



Results: Kaplan Meier Plots and 5 Year Event Rates
No. of events: 88 iDFS events and 30 deaths within 5 years of registration, including 18 recurrences (10 distant as first event), 15 second primary breast cancers, 43 other second primary cancers,  12 deaths without another event

5 year iDFS Rate 
93.8%

(95% CI 92.4%, 94.9%) 

5 year RFI Rate 
98.7%

(95% CI 97.9%, 99.2%)

5 year DRFI Rate 
99.3%

(95% CI 98.7%, 99.6%)

5 year OS Rate 
98.0%

(95% CI 97.%, 98.6%)

5-year event rate in cancers with recurrence scores 10 or less
did not receive chemotherapy

San Antonio Breast Cancer Symposium, December 8‐12, 2015 

This presentation is the intellectual property of the author.
Contact them at roregan@medicine.wisc.edufor permission to reprint and/or distribute. 



PALOMA-2: Primary Results From a Phase 3 Trial of Palbociclib Plus Letrozole Compared With Placebo Plus Letrozole in Postmenopausal Women With ER+/HER2– Advanced 
Breast Cancer 

Presented By Richard Finn at 2016 ASCO Annual Meeting
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Presented By Richard Finn at 2016 ASCO Annual Meeting

PFS: Investigator-Assessed - (ITT Population)

Presented By Richard Finn at 2016 ASCO Annual Meeting

PFS: Blinded Independent Central Review<br />Confirmed PFS Advantage Seen Using Investigator Assessment

Presented By Richard Finn at 2016 ASCO Annual Meeting
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Presented By Richard Finn at 2016 ASCO Annual Meeting

Key Secondary Efficacy Endpoints 

Presented By Richard Finn at 2016 ASCO Annual Meeting

Consistent Clinical Benefit Seen Across PALOMA Studies

Presented By Richard Finn at 2016 ASCO Annual Meeting



MONARCH 1<br />Results from a phase 2 study of abemaciclib, a CDK4 and CDK6 inhibitor, as monotherapy, in patients with HR+/HER2- breast cancer, after chemotherapy for 
metastatic disease.

Presented By Maura Dickler at 2016 ASCO Annual Meeting

Abemaciclib is a Selective Inhibitor of CDK4 & 6

Presented By Maura Dickler at 2016 ASCO Annual Meeting

MONARCH 1: Phase 2 Study Design



MONARCH 1: Prior Therapies

MONARCH 1: Response Summary

MONARCH 1: Most Common Adverse Events



Abstract 512<br /><br /> Efficacy of Palbociclib Plus Fulvestrant in Patients With Metastatic Breast Cancer and ESR1 Mutations in Circulating Tumor DNA

Presented By Nicholas Turner at 2016 ASCO Annual Meeting

Slide 2

Presented By Nicholas Turner at 2016 ASCO Annual Meeting

ESR1 Mutation Analysis by Digital PCR in the Randomized Phase III SoFEA Study

Presented By Nicholas Turner at 2016 ASCO Annual Meeting



PALOMA-3 Study Design

Presented By Nicholas Turner at 2016 ASCO Annual Meeting

ESR1 Mutations in PALOMA-3

Presented By Nicholas Turner at 2016 ASCO Annual Meeting

PFS by ESR1 Mutation Status

Presented By Nicholas Turner at 2016 ASCO Annual Meeting



Summary: ER‐positive MBC abstracts

• PALOMA‐2 provides level 1 evidence for 
benefit of palbociclib in first‐line setting

– Does everyone need CDK inhibition first‐line?

• Abemaciclib alone is active in heavily pre‐
treated patients

– Await MONARCH trials results

• Role of ESR1 mutations evolving

Pathologic complete response rates after neoadjuvant trastuzumab emtansine (T-DM1) + pertuzumab vs docetaxel + carboplatin + trastuzumab + pertuzumab (TCH+P) treatment in 
patients with HER2-positive early breast cancer <br />(KRISTINE/TRIO-021)

KRISTINE Study Design



Primary Endpoint: pCR (ypT0/is, ypN0)

pCR by Central ER/PR Receptor Status

HERITAGE Study:<br />A Randomized Double Blind Phase III Safety and Efficacy Trial of the Proposed Trastuzumab Biosimilar, MYL-1401O vs Herceptin

Presented By Hope Rugo at 2016 ASCO Annual Meeting



Abbreviated Development for Biosimilars

Presented By Hope Rugo at 2016 ASCO Annual Meeting

Slide 7

Presented By Hope Rugo at 2016 ASCO Annual Meeting

Efficacy: Ratio of ORR & Difference between ORR (ITT1  Population)<br />

Presented By Hope Rugo at 2016 ASCO Annual Meeting



Progression Free Survival at Week 24 (ITT1 Population)

Presented By Hope Rugo at 2016 ASCO Annual Meeting

Serious Adverse Events (Safety Population at Week 24)

Presented By Hope Rugo at 2016 ASCO Annual Meeting

No Difference in Left Ventricular Ejection Fraction (LVEF):  <br />Safety Population

Presented By Hope Rugo at 2016 ASCO Annual Meeting



Summary: HER2‐positive abstracts

• T‐DM1 plus pertuzumab inferior to TCHP for 
pathologic complete response but less toxic

• Trastuzumab biosimilar appears equal to 
trastuzumab in HER2‐positive metastatic 
breast cancer:

– Similar efficacy (RR and PFS)

– Similar toxicity (cardiotoxicity and 
immunogenicity)

<br />Joint Analysis of the ABC (Anthracyclines in early Breast Cancer) Trials (USOR 06-090, NSABP B-46I/USOR 07132, NSABP B-49 [NRG Oncology]) Comparing Docetaxel plus 
Cyclophosphamide (TC) to Anthracycline/Taxane-based Chemotherapy Regimens (TaxAC)                         in Women with High-risk, HER2 Negative Breast Cancer

ABC Trials Schema



ABC Trials: Invasive Disease Free Survival

Forest Plot of IDFS By Stratification Variables

Slide 17



ABC Trials: First IDFS Events (N)

ABC Trials: Overall Survival

Adjuvant capecitabine in combination with docetaxel, epirubicin, and cyclophosphamide in the treatment of early breast cancer: 10-year survival results from the randomized 
FinXX trial.<br />



FinXX design

RFS in biological subgroups

DX ‐> CEX

D‐> CEF

Slide 18

DX ‐> CEX

D‐> CEF



Disease Free Survival

One-sided p=0.00524 < 0.00671

74.0%74.1%

67.7%

82.8%

HR (95%CI) 0.70 (0.53-0.93)

Capecitabine

Control

5yr DFS

Overall Survival

89.2%

83.9%

Capecitabine

Control

CREATE‐X

This presentation is the intellectual property of the author.
Contact them at roregan@medicine.wisc.eduf or permission to reprint and/or distribute. 

0.00 0.50 1.00 1.50 2.00

Hazard RatioCapecitabine better

Total (885) 0.70 (0.53-0.93) 

Category (n) HR  (95%CI)

Age <50 (531)
>50 (354)

0.72 (0.50-1.03)
0.68 (0.45-1.04)

HR + (561)
HR – (296)

0.84 (0.57-1.23)
0.58 (0.39-0.87)

ypN0       (345)
ypN1       (339)
ypN2or3 (199)

0.88 (0.48-1.62)
0.54 (0.36-0.83)
0.82 (0.52-1.29) 

Path grade 0-1b (482)
by NAC       2,3    (385)

0.63 (0.45-0.88)
0.84 (0.52-1.34)

Taxane + (849)
- (36)

0.70 (0.53-0.93)
0.87 (0.12-6.24)

5FU containing  + (529)
- (356)

0.74 (0.52-1.04)
0.65 (0.42-1.02)

Japanese (599)
Korean (286) 

0.74 (0.53-1.02)
0.63 (0.37-1.05)

Subgroup
Analysis 
for DFS

Control  betterThis presentation is the intellectual property of the author.
Contact them at roregan@medicine.wisc.eduf or permission to reprint and/or distribute. 

ETNA (Evaluating Treatment with Neoadjuvant Abraxane) <br />randomized phase III study comparing <br />neoadjuvant nab-Paclitaxel (nab-P) versus Paclitaxel (P) <br />both 
followed by anthracycline regimens in women with HER2-negative <br />high-risk breast cancer: A Michelangelo study<br />in collaboration with GEICAM and BCRC-WA 

Presented By Luca Gianni at 2016 ASCO Annual Meeting



Scheme of the Phase III randomized ETNA trial

Presented By Luca Gianni at 2016 ASCO Annual Meeting

Primary endpoint: pCR rate

Presented By Luca Gianni at 2016 ASCO Annual Meeting
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Presented By Luca Gianni at 2016 ASCO Annual Meeting

Chemotherapy abstracts

• Overall anthracycline‐taxane based regimens superior to 
docetaxel‐cytoxan but..

– Benefit greatest  in ER‐negative cancers and no 
difference in  ER+ node‐negative cancers

• Capecitabine appears effective in TNBC

• Nab‐paclitaxel not the winner in ETNA, even in TNBC

– Anthracycline‐standard taxanes ± carboplatin for 
TNBC pre‐op

– ER‐positive cancers in general have poor response to 
pre‐op chemotherapy (even in luminal B), consider 
pre‐op endocrine therapy (ALTERNATE trial)

Nanda et al  J Clin Oncol 2016

©2016 by American Society of Clinical Oncology

Best response n=27

Overall 
response

19%

Complete 
response

4%

Partial 
response

15%

Stable
disease

26%

Progressive
disease

48%

Efficacy of single agent PDl-1 antibodies in heavily pre-treated TNBC

Best response n=21

Overall response 19%

Complete response 9%

Partial response 9%

PFS at 24‐weeks 33%

Median PFS 2-months
PFS at 6-months 24%

KEYNOTE-012

TNBC
PD-L1+
Median prior Rx 2

Pembrolizumab 10mg/kg q2w

TNBC
69% PD-l1+ (IHC 2/3)
89% prior Rx ≥ 4#

Atezolizumab q3w*

* 15mg/kg, 20mg/kg or 1200 flat dose
# not all in metastatic setting

Emens et al Proc AACR 2015

Median DOR: NR
(range: 18 to 56+ weeks)



Best response First‐line
(n=13

Second‐
line
(n=9)

Third‐line
(n=10)

Overall response* 46% 22% 40%

Complete response 8% 0% 0%

Partial response 38% 22% 40%

Stable disease 38% 67% 30%

Progressive disease 15% 0% 30%

Phase Ib study of atezolizumab + nab-paclitaxel: results 

*Responses seen in PDL1 + and PDL1 - cancers

AE All grade Grade 3‐4

Fatigue 34% ‐

Pyrexia 25% ‐

Nausea 16% ‐

Diarrhea 19% 1%

Neuropathy 19% ‐

Neutropenia 22% 9%

Adams et al ASCO 2016

Tumor cells are reliant on glutamine for growth

• Glutamine is the most abundant 
amino acid in the plasma

• Glutamine is converted to 
glutamate by the enzyme, 
glutaminase

• Glutamate and its metabolites 
drive crucial cellular pathways 
that support cancer cell growth

• Glutaminase is encoded by the 
gene GLS, expression of which is 
associated with metastases and 
increased in TNBC

• CB‐839 is a potent and selective 
inhibitor of glutaminase

DeMichele ASCO 2016Gross Mol Cancer Ther 2014 

CX‐889‐001: Study design and prior therapies

Median range 3‐5 (0 – 8)

0 13%

1 ‐ 2 33%

3 ‐ 4 13%

≥ 5 40%

Prior systemic lines of therapy

DeMichele ASCO 2016



CX‐889‐001: Results and safety

Respon
se

Total 400mg 
BID

600mg 
BID

800mg 
BID

14 7 4 3

PR 21% 0 50% 33%

SD 43% 43% 25% 67%

CBR 64% 43% 75% 100%

PD 36% 57% 25% 0

Respon
se

Prior taxane
(Adj/met)

Prior
taxane

(neo/adj)

No taxane

5 4 5

PR 40% 25%

CBR 60% 50% 80%

DeMichele ASCO 2016

Adverse 
event 
(all grades)

Paclitaxel/CB-
839

CB-839

Alopecia 33% 0%

Fatigue 33% 33%

Neutropenia 33% 5%

Vomiting 33% 14%

Nausea 27% 26%

Photophobi
a

27% 11%

Elevated 
LFTs

20% 14%

All grade ≥3 
AE

33%* 30%

* neutropenia, lymphopenia, nephrolithiasis

A Prospective Analysis of Surgery and Survival in Stage IV Breast Cancer (TBCRC 013) 

Presented By Tari King at 2016 ASCO Annual Meeting

TBCRC 013: Cohort A Outcomes

Presented By Tari King at 2016 ASCO Annual Meeting



Survival: Responders vs Non-Responders<br />Landmark analysis at 6 months  

Presented By Tari King at 2016 ASCO Annual Meeting

TBCRC 013: Surgical Uptake

Presented By Tari King at 2016 ASCO Annual Meeting

Multivariate Analysis: Survival

Presented By Tari King at 2016 ASCO Annual Meeting



Atilla Soran, MD, MPH, FACS, Magee-Womens Hospital of UPMC <br />Vahit Ozmen, Serdar Ozbas, Hasan Karanlik, Mahmut Muslumanoglu, Abdullah Igci, Zafer Canturk, Zafer Utkan, Cihangir Ozaslan, Turkkan 
Evrensel, Cihan Uras, Erol Aksaz, Aykut Soyder, Umit Ugurlu, Cavit Col, Neslihan Cabioğlu, Betül Bozkurt, Efe Sezgin, Ronald Johnson, <br />Barry Lembersky. <br />On behalf of the Turkish Federation of 

Breast Diseases Societies<br />ClinicalTrials.gov identifier number is NCT00557986

Presented By Atilla Soran at 2016 ASCO Annual Meeting

MF07-01: Design

Presented By Atilla Soran at 2016 ASCO Annual Meeting
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Presented By Atilla Soran at 2016 ASCO Annual Meeting

Practice changing?

• To some extent:
– Extending AI therapy beyond 5-years?

– Benefit of adjuvant anthracyclines in high risk disease

– ? Biosimilars are the future

• Confirmatory:
– First-line benefit of palbociclib in ER+ MBC

– Capecitabine activity in TNBC

• Equipoise:
– Role of breast surgery in metastatic disease

• Disappointing:
– T-DM1 as pre-operative therapy in HER2+ cancers 

(less toxic but not quite ae effective)

• Promising:
– Role of liquid biopsies

– Immune check-point inhibitors in TNBC

– Glutaminase inhibition 

– Anti-Trop-2-SN-38 antibody-drug conjugate,  
(IMMU-132)

Practice changing?



roregan@medicine.wisc.edu
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