Clinica“(ey@ |

Lead with answers.

Cllnlc_aIKey _ | ——
smart information for medical professionals

Jorn Hope & Marenne de Ruuk
Elsevier Clinical Solutions
May 2016

ELSEVIER
e



ELSEVIER

Meeting information needs across the clinical
workflow

Fast

Reduce time to decision-making

Convenient

Navigation that is simple and available on any device

Complete

answers across specialties in a variety of media formats

Trusted

Content that is clinically accurate, and updated frequently by experts

* Based on Elsevier market research consisting of a survey sent to more than 2,000 clinicians



ELSEVIER

Meeting information needs across the clinical

workflow

)@
Fully Indexed MEDLINE abstracts (@)
)@
)@
)@
)@

600+ Peer-reviewed Journals

1,400 Topic Pages

1,100+ Books

22,000+ Videos

2,500,000 Images

CInicoIKey

@
®

All Clinical Trials

)@

)@

4 500+ Practice Guidelines

350+ Procedures

)@

All Lancet and JACC titles

)@

Complete Clinics of North America >0

)@

Patient Education




@ The clinical search engine that thinks and works
the way clinicians do

Start typing, and our smart search gets to work immediately, suggesting
relevant topics, content sources and authors. You can use clinically meaningful
facets to filter searches at greater depth.

Search wide. Search narrow. It's up to you. In tricky patient scenarios, feel free
to ask something more complicated. ClinicalKey understands, and keeps you

moving by bringing the most clinically relevant answers to the top of your
results page.

Fast answers when every second counts. Deep access to evidence when time
IS on your side.



ClinicalKey-

E ClinicalKey in your doctors’ pocket

One profile across multiple devices

Self-managed remote access

Updated instantly

New free app for iOS and Android
With remote access profile*

ClinicalKey

By Elsevier Inc.
Open iTunes to buy and download apps. \

Description
INDIVIDUAL OR. INSTITUTIONAL SUBSCRIPTION REQUIRED.

ClinicalKey is a clinical search engine from Elsevier, a world-leading pro

Elsevier Inc. Web Site» ClinicalKey Support ¢

What's New in Version 1.2.0

ClinicalKey v1.2 adds several new refinements and capabilities including

— CME credits: Now able to earn and track CME credits; quickly view you

This app is designed for
both iPhone and iPad

*CK app currently requires remote access-enabled profile,
IP, proxy access to follow.
CK mobile website can be accessed through IP, ticketed
URL, Athens, remote access.




ELSEVIER
|6

But wait
... YO
you should see that for yo
urself.

xey

C\'\n'\co\

yisthe dinical 5e3°°

clinic a\Ke’
ma

\ing it €25\

(‘,\m'\ca\\(e‘{ work?

yiow does



ELSEVIER

@ English CME 249  Marenne de Ruuk -~

ClinicalKey"

Lead with answers.

Help & Feedback

All Types Search for diagnoses, conditions, drugs and more... Q

Or Browse: Books Journals More -~

f in ¥ G-

ELSEVIER ContactUs  Resource Center  Terms & Conditions

Privacy Policy  Registered User Agreement  Help

Copyright@ 2016 Elsevier, Inc. All rights reserved.

Cookies are used by this site. To decline or learn more, visit our Cookies page (2 RELX Group™



ELSEVIER

@ English CME 249 Marenne de Ruuk -~
(1]
o
inicalKey a
h=
@
[
. [T
Lead with answers. .,
o
o
T
All Types ALL X Q
Suggestions Related Books and Journals Authors
allergy allergen immunotherapy  Annals of Allergy, Asthma  ALLG
& Immunology
Immune System history and physical All, A
examination Immunology and Allergy
acute lymphocytic Clinics of North America ~ Allan
leukemia complete blood count
Journal of Allergy and AllJ in ¥ G
Symptom control Eosinophil count Clinical Immunology, The
procedure AllL N
allergic reaction Journal of Allergy and
ELSEVIER ContactUs Resource Cen R
avoidance of allergen Clinical Immunology: In Al P
Privacy Policy  Registered | adult T-cell exposure Practice
leukemia/lymphoma AlL, All
Copyright ® 2016 Elsevier, In| Epinephrine Allergy Ala A
) ) a, ”
Cookies are used by this site anaphylactic shock Hydrochloride 2 RELX Group'
_ . Clinical Doppler
atopic dermatitis allergen specific IgE Uttrasound Alla, AD
antibody measurement Alla, A H

type | hypersensitivity skin
test

Flovent

Clinical Ultrasound

Frnd Allarme

3



ELSEVIER

ClinicalKey"

3

@ English CME 249  Marenne de Ruuk -~

All Types acute lymphocytic leukemia x Q Books Journals More -~

Filter By:

Source Type A

|| MEDLINE® Abstracts 13768

] Full Text Articles 5598
] Images 7242
] Clinical Trials 1209
|| Books 1116
|| Drug Monographs a5
|| Patient Education a3
|| Guidelines 14
|| First Consult 14
] videos 9
Study Type v
Specialties N
Date N

(__») Subscribed Content

«

:‘ 24438 results Sort by: Relevance -~
[+] Rate Results
"I FIRST CONSULT

Acute lymphoblastic leukemia

Meir Wetzler, MD, FACP. Published August 24, 2012. Last updated August 23, 2012,

] BOOK CHAPTER
Acute Lymphoblastic Leukemia

Ferri's Clinical Advisar 2016.
Ferri, Fred F, M.D., FAC.P.. Published January 2, 2016. Pages 61-63.e1. ® 2016.

"] MEDLINE®
Recurrent DUX4 fusions in B cell acute lymphoblastic
leukemia of adolescents and young adults.

Mature genetics.
Yasuda, Takahiko; Tsuzuki, Shinobu... Show all. Published May 1, 2016.

Searches related to acute lymphocytic leukemia

adult T-cell leukemia/lymphoma Adult Acute Lymphocytic Leukemia

Burkitt lymphoma precursor T-cell lymphoblastic leukemia

Leukemia, Lymphocytic, Acute, L1 Acute lymphoid leukemia in remission
] MEDLINE®

The landscape of somatic mutations in infant MLL-
rearranged acute lymphoblastic leukemias.

Mature genetics.

Acute Lymphoblastic Leukemia

Disease Overview » View Full Topic
Ferri's Clinical Advisor 2016 - Ferri, Fred F, M.D., FACP.

Definition

Help & Feedback

Acute lymphoblastic leukemia (ALL) is a
malignancy of B or T lymphoblasts characterized by
uncontrolled proliferation of abnormal, immature
Iymphocytes and their progenitors, ultimately
replacing normal bone marrow elements.

Etiology

« Unknown; increased risk in patients with a
previous use of antineoplastic agents (e.g.,
chemotherapy of non-Hodgkin’s lymphoma,
Hodgkin’s disease, ovarian cancer, myeloma).

= Environmental factors (e.g., ionizing radiation),
toxins (e.g., benzene).

» Continue Reading

Was this helpful? Yes or No
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Basic Information S— o
Definition Ferri's Clinical
Acute lvmphoblastic leukemia (ALL) is a malignancy of B or T lymphaoblasts characterized by Advisor 2016

uncontrolled proliferation of abnormal, immature lymphocytes and their progenitors, ultimately

replacing normal bone marrow elements.
Synonyms
Lymphoid leukemia

ALL

ICD-9CM CODES
204.0 Acute lymphoblastic leukemia
ICD-10CM CODES

ymphoblastic leukemia not having achieved remission

Copyright @ 2016 by Elsevier, Inc. All

rights reserved.

Want to own this book?

Buy your copy at Elsevier Health
Bookstore today

Get rights and content @

Help & Feedback



ELSEVIER

"
A

i
Close reading mode

.

BOOK CHAPTER

Acute Lymphoblastic Leukemia 3
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Ferri's Clinical Advisor 2016, 61-63.e1
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Acute lymphoblastic leukemia (ALL) is a malignancy of B or T lymphoblasts characterized by uncontrolled
proliferation of abnormal, immature lymphocytes and their progenitors, ultimately replacing normal bone

marrow elements.
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Lymphoid leukemia

ALL

ICD-9CM CODES
204.0 Acute lymphoblastic leukemia
ICD-10CM CODES
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Acute lymphoblastic leukaemia

Lancet, The.

Pui, Ching-Hon, Prof; Robison, Leslie L, Prof, Look, A Thomas, Prof.. Published
March 22, 2008. Volume 371, Issue 9617. Pages 1030-1043. © 2008.

Figure 2 NOTCH signalling in normal thymocytes The NOTCH signalling
pathway is complex and involves the coordinated activities of many different
molecules. Briefly, NOTCH is synthesised in the endoplasmic reficulum (A) as
one protein consisting of an extracellular domain (pre-Notch) and an
intracellular domain (ICN), which are transported in tandem to the Golgi (B),
where several post-transiational modifications take place, including a
proteolytic cleavage (S1) that separates the two domains from each other. The
resultant heterodimer is then transported to the cell membrane, where NOTCH
interacts with ligands (C) and is cleaved twice (D) by the ADAM protease (S2)
and a y-secretase complex (S3), enabling the liberated ICN domain to
franslocate to the nucleus (E). Nuclear ICN forms a binding/activator complex
with a group of cooperating proteins (F), resulting in transcriptional activation of several functionally important genes, including MYC and pre-Ta.
Hyperphosphorylation of ICN via interaction of its PEST domain (polypeptide enriched in proline, glutamate, serine, and threonine) with CDK8, MAML, and p300
facilitates ubiquitylation (G) by SEL1 family members, targeting ICN to the proteosome. ADAM=a disintegrin and metalloproteinase domain. DLL=Delta ligand.
hes1=hairy/enhancer of split. GSI=y-secretase inhibition. MAML=mastermind-like proteins. MIB=mindbomb. NEURL=neuralised-like. Nrarp=gene encoding NOTCH-
regulated ankyrin-repeat protein. OFUT1=0-fucosyltransferase1. Pre-Ta=pre-TCRa. Deltex=positive regulator of Notch signalling pathway. CS1=DNA binding
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NOTCH signalling in normal thymocytes The NOTCH signalling pathway is complex and involves the coordinated activities of many different molecules. Briefly, NOTCH is
synthesised in the endoplasmic reticulum (A) as one protein consisting of an extracellular domain (pre-Notch) and an intracellular domain (ICN), which are transported in
tandem to the Golgi (B), where several post-translational modifications take place, including a proteolytic cleavage (S1) that separates the two domains from each other.
The resultant heterodimer is then transported to the cell membrane, where NOTCH interacts with ligands (C) and is cleaved twice (D) by the ADAM protease (S2) and a y-
secretase complex (S3), enabling the liberated ICN domain to translocate to the nucleus (E). Nuclear ICN forms a binding/activator complex with a group of cooperating
proteins (F), resulting in transcriptional activation of several functionally important genes, including MYC and pre-Ta. Hyperphosphorylation of ICN via interaction of its PEST
domain (polypeptide enriched in proline, glutamate, serine, and threonine) with CDK8, MAML, and p300 facilitates ubiquitylation (G) by SEL1 family members, targeting ICN
to the proteosome. ADAM=a disintegrin and metalloproteinase domain. DLL=Delta ligand. hes1=hairy/enhancer of split. GSI=y-secretase inhibition. MAML=mastermind-like
proteins. MIB=mindbomb. NEURL=neuralised-like. Nrarp=gene encoding NOTCH-regulated ankyrin-repeat protein. OFUT1=0-fucosyltransferase1. Pre-Ta=pre-TCRa
Deltex=positive regulator of Notch signalling pathway. CS1=DNA binding component. CoA=co-activators. CoR=co-repressors. Fringe=regulator of Notch ligand.
SEL10=positive regulator of Notch. Numb=negative receptor of Notch.
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