


® ‘Everyone always talks about when you
have cancer, if you will live long enough
there might be a miracle drug that
comes out that's going to go save you”.
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LEUKAEMIA=
WHITE BLOOD

Binet Stage A,B CLL

Monoclonal B Cell Lymphocytosis
(3.5% of normals)

pprox 1/3:
Indolent disease
Never need treatment

Approx 1/3:
Initial indolent disease
Later disease progression

Approx 1/3:
Aggressive disease
Immediate treatmen

5% Richter’s
Transformation




Risk Stratification &
counseling

Patient-related
factors
(age, sex, race, PS,
comorbidities)

CLL-related factors
(Rai stage, FISH,
IGHV mutation,

ZAP70,CD38, CD49,

B2M)

Newly diagnosed
patient with CLL

Health Screening

Annual skin exam
Vitamin D deficiency

Age appropriate
cancer screening
(colonoscopy,
mammogram,
Pap smear)

Infection Prevention/

Vaccination
High dose influenza
PCV13/PCV23
Tdap
Avoid live vaccines
IVIG (if 1gG < 600

mg/dL and recurrent
infections)
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Purine Analogs
+ alkylators

Wait and watch or Purine Analogs
Alkylating Agents Fludarabine
Chlorambucil Pentostatin
Cytoxane Cladribine

5% CR 20 - 30% CR
30-50% ORR 50 - 80% ORR

Slide Adopted from Dr R Furman

FC, PC

35% CR
/5 - 90% ORR

Chemo-

Immunotherapy

\TI

MAD

FCR, FR, PCR,BR +

Newer

Biological Agents

41 -70% CR
90 - 95% ORR

e

Rituximab
Obinutuzumab

Ofatumomab




FCR -
PCR"; FR
58 months Fludarabine®;

42 months  BR%: FC U
Bendamustine hi
34 months - bl Chior-
ULl rituximab? i
20-23 months T Chlorambucil

Efficacy PFS/TFS 12 months

% Grade 3+ Adverse Event Rituximab®
| |

1
PCR? Chlorambucil* Alamutuzsinal 11%

0,
Chlor- Fludarabine® 27%

BR% FC? rituximab?! 40%
64%-65% 46%-47%

FCRY: FR?
76%

'Phase 3 data

afelt ematology 2013;2013:158-167
Shapael 5 epptoloay




Reduced organ function

Life expectancv unrelated to CLL

Comorbiditv. Performance Score

I
x12

Deep remission

| Balance of efficacv/toxicitv | Do no harm

GOAL: MRD negative remission Good response Palliation

PRIORITY: Efficacy Combination Efficacy & Tolerability Low Toxicity

Shanafelt T Hematology 2013;2013:158-167
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Tr ﬂsforrnai on of treatment for
chronic lymphocytic leukemia (CLL)
» Four therapies approved in just a year’'s time =«

» Offers treatments for patients who previously had very Iimited options =
» Fewer side effects than existing therapies =

Nearly Most Common|y affects
y, z e 1€ 3 >, many of whom
are ||v1ng wnth CLI_* 5 cannot tolerate side effects
of standard CLL treatments

IR P AP

Patients now have four new options for CLL treatment:

2 TARGE D THERAPIES 2 MMUNOTHERAPIES

s . € - > Help the immune
Blo%‘i(ﬂfé:ﬂ;: j s e ; g system fight
athways inside v ¥ cancey Dyt 0o s
H 5 { | cancer celis for
cancer cells A destruction

ibrutinib idelalisib

» For relapsed/treatment-resistant CLL » For newly diagnosed CLL

» Taken oraily » Highly effective

» Less toxic, more effective than prior therapies > Few serious side effects

» Delays disease progression » Delays disease progression

Want to learn more about recent advances in cancer research?
Read the 2015 Ciinical Cancer Advances report at CancerProgress.Net/CCA

+Leukemia and Lymphoma Society: htlp://www,lIs.orqln/diseaseiniarmatinn/leukemia/chroniclymphocytlcIeukemia/incidence/
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https://he.wikipedia.org/wiki/%D7%AA%D7%A8%D7%95%D7%A4%D7%95%D7%AA
https://he.wikipedia.org/wiki/%D7%9E%D7%95%D7%93%D7%A8%D7%A0%D7%99%D7%95%D7%AA
https://he.wikipedia.org/wiki/%D7%91%D7%99%D7%95%D7%9C%D7%95%D7%92%D7%99%D7%94_%D7%9E%D7%95%D7%9C%D7%A7%D7%95%D7%9C%D7%A8%D7%99%D7%AA
https://he.wikipedia.org/wiki/%D7%91%D7%99%D7%95%D7%9C%D7%95%D7%92%D7%99%D7%94_%D7%9E%D7%95%D7%9C%D7%A7%D7%95%D7%9C%D7%A8%D7%99%D7%AA
https://he.wikipedia.org/wiki/%D7%9E%D7%95%D7%9C%D7%A7%D7%95%D7%9C%D7%94
https://he.wikipedia.org/wiki/%D7%9E%D7%97%D7%9C%D7%94
https://he.wikipedia.org/wiki/%D7%93%D7%9C%D7%A7%D7%AA_%D7%A4%D7%A8%D7%A7%D7%99%D7%9D
https://he.wikipedia.org/wiki/%D7%93%D7%9C%D7%A7%D7%AA_%D7%A4%D7%A8%D7%A7%D7%99%D7%9D
https://he.wikipedia.org/wiki/%D7%9E%D7%97%D7%9C%D7%95%D7%AA_%D7%90%D7%95%D7%98%D7%95%D7%90%D7%99%D7%9E%D7%95%D7%A0%D7%99%D7%95%D7%AA
https://he.wikipedia.org/wiki/%D7%A1%D7%A8%D7%98%D7%9F_(%D7%9E%D7%97%D7%9C%D7%94)
https://he.wikipedia.org/wiki/%D7%A8%D7%A4%D7%95%D7%90%D7%94

dasatinib,
bosutinib,
saracatinib CAL-101,

.. IPI-145
Ibrutinib MK-2206
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sorafenib

apoptosis

ABT-737, ABT-199,
obatoclax, oblimersen
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® NCCC doctors find effective drug

combination to treat chronic
lymphocytic leukemia

@ FDA grants Breakﬂ%ugh Therapy

Designation for ibrutinib as monotherapy



http://www.news-medical.net/news/20130514/NCCC-doctors-find-effective-drug-combination-to-treat-chronic-lymphocytic-leukemia.aspx
http://www.news-medical.net/news/20130514/NCCC-doctors-find-effective-drug-combination-to-treat-chronic-lymphocytic-leukemia.aspx
http://www.news-medical.net/news/20130514/NCCC-doctors-find-effective-drug-combination-to-treat-chronic-lymphocytic-leukemia.aspx
http://www.news-medical.net/news/20130408/FDA-grants-Breakthrough-Therapy-Designation-for-ibrutinib-as-monotherapy-for-CLL-patients.aspx
http://www.news-medical.net/news/20130408/FDA-grants-Breakthrough-Therapy-Designation-for-ibrutinib-as-monotherapy-for-CLL-patients.aspx
http://www.news-medical.net/news/20130408/FDA-grants-Breakthrough-Therapy-Designation-for-ibrutinib-as-monotherapy-for-CLL-patients.aspx
http://www.news-medical.net/news/20130408/FDA-grants-Breakthrough-Therapy-Designation-for-ibrutinib-as-monotherapy-for-CLL-patients.aspx
http://www.news-medical.net/news/20130408/FDA-grants-Breakthrough-Therapy-Designation-for-ibrutinib-as-monotherapy-for-CLL-patients.aspx
http://www.news-medical.net/news/20130408/FDA-grants-Breakthrough-Therapy-Designation-for-ibrutinib-as-monotherapy-for-CLL-patients.aspx
http://www.news-medical.net/news/20130408/FDA-grants-Breakthrough-Therapy-Designation-for-ibrutinib-as-monotherapy-for-CLL-patients.aspx
http://www.news-medical.net/news/20130408/FDA-grants-Breakthrough-Therapy-Designation-for-ibrutinib-as-monotherapy-for-CLL-patients.aspx
http://www.news-medical.net/news/20130620/TSRI-scientists-receive-NIH-grant-to-create-new-drug-for-chronic-lymphocytic-leukemia.aspx
http://www.news-medical.net/news/20130620/TSRI-scientists-receive-NIH-grant-to-create-new-drug-for-chronic-lymphocytic-leukemia.aspx
http://www.news-medical.net/news/20130620/TSRI-scientists-receive-NIH-grant-to-create-new-drug-for-chronic-lymphocytic-leukemia.aspx

New England Journal of Medicine

Idelalisib and Rituximab in Relapsed Chronic
Lymphocytic Leukemia; Richard R. Furman; et al;

Targeting BTK with lbrutinib in Relapsed Chronic
Lymphocytic Leukemia; John C. Byrd, et al;

lorutinib versus Ofatumumab in Previously Treated
Chronic Lymphoid Leukemia; John C. Byrd, et al;

Obinutuzumab plus Chlorambucil in Patients with CLL
and Coexisting Conditions; Valentin Goede et al;

Targeting BCL2 with Venetoclax in Relapsed Chronic
Lymphocytic Leukemia; Andrew W. Roberts, John F.
Seymour, M.B., BS., Ph.D.;


http://www.nejm.org/toc/nejm/370/11/
http://www.nejm.org/toc/nejm/370/11/
http://www.nejm.org/toc/nejm/370/11/
http://www.nejm.org/toc/nejm/370/11/
http://www.nejm.org/toc/nejm/369/1/
http://www.nejm.org/toc/nejm/369/1/
http://www.nejm.org/toc/nejm/369/1/
http://www.nejm.org/toc/nejm/369/1/
http://www.nejm.org/toc/nejm/369/1/
http://www.nejm.org/toc/nejm/371/3/
http://www.nejm.org/toc/nejm/371/3/
http://www.nejm.org/toc/nejm/371/3/
http://www.nejm.org/toc/nejm/371/3/
http://www.nejm.org/toc/nejm/370/11/
http://www.nejm.org/toc/nejm/370/11/
http://www.nejm.org/toc/nejm/370/11/
http://www.nejm.org/toc/nejm/370/11/
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- Anti C abthera, Ofatumomab,
Obinus (GA101),

© Anti CD-19: ~551, SAR3419,
Blinatumomalb {MT-103),
o (MOR-208)

AN CD ~U-U

Lumiliximab



prutinito — BTK inhibitor

delalisib — PI3K inhibitor

_.enalidomide — immune modulator (IMID)
Alvocidib (flavopiridol) — CDK inhibitor

HCD-122 — human anfi-CD40 monoclonadl
Ab

TRU-016 — anti-CD37 IgG fusion protein
Venetoclax — BCL-2 inhibitor
Acalabrutinib — BTK Inhibitor
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CAR-T cells — Chimeric Antigen Recepftor- ©
Modified T- cell
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Clinical Trials Resources

© Codlition of Cancer Cooperative Groups
(www.CancerTrialsHelp.org)

® Cen’rerWo’rchm.cen’rerwa’rch.com)

- Nafional Cancer Institute
(Www.cancer.gov/clinical trials)



http://www.cancertrialshelp.org/
http://www.centerwatch.com/
http://www.cancer.gov/clinical_trials
http://www.emergingmed.com/
http://www.leukemia-lymphoma.org/
http://www.leukemia-lymphoma.org/
http://www.leukemia-lymphoma.org/

Comprehensive, oncologist-approved
cancer information

Guides to more than 120 types of cancer
and cancer-related syndromes

Coping resources

Survivorship information
Cancer information in Spanish
Weekly feature articles

The latest cancer news

For patient information resources, please

call -651-3038
Cancer@%élget




Future treatment concept with novel agents.

Potential future strategies to achieve long-
term control of CLL

Induction MRD tailored

(combination maintenance
therapy) (single agents)

¢ Kinase inhibitor(s) e Antibody
endar e Antibody e Lenalidomide
or fludarablne e Bcl2 antagonist * Kinase inhibitor
e Bd2 antagonist

1-2 months 6-12 months
(1-2 courses)
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were
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