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ARSTRACT

BACECEOUWD
Low-maolecdizrweight heparin is the standand resumenr for cancerassociaed ve
noes thromboembolism. The rode of tresrment wich direct oral anocozgelan: agenrs  g°
Is snclear.

METHODS

In this open-iadel, nonlafenority toial, we randomly assigned patiems wich cacer

who had scare sympromasic or mcdentdl venous thmmboembolism m rosve cicher  Mework,

ow-maolecsl zrwveighe beparin for arlenst S days folflowed by ora! edoxaben & 3 dose
of 60 mg ooce dally (eoaadan groap) or suboarameoes = 2 dose of 20 &)
per kilogram of body weight ance &ally for 1 moneh followed by dldoeparin ar s dose
of 150 1U per illogram once dally (dakepanin groep) Tremment was given for ar
leam 6 months and op © 12 mondis. The primary owcome was 3 Omposie of i~ Medicies,
ourrens venous thromboembalism ar maior blesding daring the 12 monchs after
randomization, regardiess of mearment caration.

BESouTS
Of the 1050 pariears who enderwent randomizacion, 1046 were incladed in the mod-
fiedt I renrioe-so-trear analysis. A primary-osscome event occarned in 67 of the 322
patianrs (12.8%) in the edoxaban groep as comspared with 71 of the 524 patients
(125} In the dakeparin growp (hazard raxic, 0.97 95% oo fidence innerval 011,
070 m 136 P=0.006 for noninferioriy; P=0.57 for seperiority). Baosrrent venoos
thromboemboliam ocoarred in 41 pacienrs (7.9%) In the edxaban groap snd in 52
patiears (11.3%) in the adlreparin groap (differmce in risk, -3.4 perompe poinrs;
9% CL 7.0  0.7). Maor bleeding ocoermed [n 36 patenrs 6.%%) i the 2dmaban

group and n 21 patenss (40%) i the dakeparin gmup (dffeemce in oisk, 29 per
tenmaps pomrs; 95% CL 0.1 o 56)

CONCLUSIONS
Ocal sdcxahan was nominferior m ssbhooraneoss dalreparin with respecr o the com-
posisz ourcome of feosrrens venass tmboembolism or maoe Hesding. The rae
of recarrent venoes th romboembolism was Jower ber die rae of major hleeding was
higher with sdoxaban than wich dilceparia. (Fanded by Dalichl Sankyc; Holasad
VTE Cancer ClinicalTrials gov sumber, NCTOR(V3622)
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DOAC Pharmacology

Dabigatran etexilate

Hydrolysis

Y

Rivaroxaban

Cyp3Ad

Cyp2J2 — ~65%

/ Healthy/young

t, =5-8h
P-gp Dabigatran e P-gp wed  Rivaroxaban Elderly
— \ W= Bjoavailability: \ RPN
Bioavailability: 3-7% = 66% without food ~ 359
>~ 80% >80% with food - 0
CrCL<30 mL/min: Severe hepatic disease: contraindicated
Contraindicated/not recommended: | CrCL<30 mL/min: not recommended: |
Apixaban Edoxaban
Cyp3Aa: , Cyp3Aa:
minor — ~ T73% minor — ~ 50%
P-gp = Apixaban t, = 120 P-gp ~ ~——> Edoxaban t,, = 9-11h

¢ Bioavailability: 50% \

CrCL<30 mlL/min: use with caution

/a—>~27%

through terminal illness

Adapted from: Heidbuchel H et al. Europace 2013; U.S., Canadian Prescribing Information

: Bioavailability: 62%

— ~ 50%
CrCL15-30 mL/min: half treatment dose :
CrCl <15 mL/min; not recommended |
Curie

CrCl = ¢reatinine clearance



Not everyone is as clever as Harry

“As we know, there are
known knowns; there are things
we know we know. We also know §
there are known unknowns: that
IS to say we know there are
some things we do not know.
But there are also unknown
unknowns -- the ones we don't
know we don't know."
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DOACs are only as safe as the
stupidest person allowed to prescribe
them

Care and support

e s .
(SN
y’ b
through terminal illness .




Care and support Marie

through terminal illness Curie



DOACs and the jobbing oncologist
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Oral anticoagulant recommendations for

patients with renal insufficiency (RI)

DOACs! Mild RI Moderate RI Severe RI Severe RI
CrCl 51-79 CrCl 30-50 CrCl 15-29 < 15 ml/min
ml/min ml/min ml/min

Apixaban No dose No dose Use with caution Not recommended
adjustment adjustment

Edoxaban No dose Half dose Half dose Not recommended
adjustment

Rivaroxaban No dose No dose Use with caution Not recommended
adjustment adjustment

Dabigatran No dose Consider lowering  Contraindicated Contraindicated
adjustment dose

1. Apixaban, edoxaban, rivaroxaban and dabigatran: EMA Summary of Product Characteristics




Inducers and Iinhibitors of CYP3A4 and

P-gp

Kinase CYP3A4 P-gp Chemotherapy CYP3A4 P-gp
inhibitors Doxorubicin l

Afatinib ! Topotecan !

Alectinib l Vinblastine l

Ceritinib ! Mitotane 1

Crizotinib ! Venetoclax |
Dasatinib !

Ibrutinib l Supportive care CYP3A4 P-gp
Idelalisib !

Imatinib ! Aprepitant !

Lapatinib l Methylprednisolone !

Nilotinib !

Osimertinib ! Dexamethasone 7 7
Vemurafenib 1

Lenvatinib 1 Inhibitors of CYP3A4 and/or P-gp may

increase risk of bleeding on DOACSs.
Product Prescribing Information

CYP = Cytochrome P; P-gp = p-glycoprotein



and bleeding: guidance from the SSC of the ISTH.
Journal Thromb and Haem 2013 September; 11(9) 1760-¢




Patients with Major Bleeding [56)
=
]

Mo. at Risk
Edoxaban 522
Dralteparin 524
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484 447 426
497 466 436

404
409

375 358 343 323
390 378 35 346

308 282 243 168
3is 298 262 183
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Select-d pilot study

430 patients randomized

Protocol change implemented to exclude patients with esophageal and
gastro-esophageal cancer by safety committee due to excessive
bleeding in the rivaroxaban arm.

Six month outcomes Rivaroxaban Dalteparin
(n = 203) (n = 203)
Recurrent VTE, n (%) 8 (4) 18 (11)
Major bleeding, n (%) 11 (5) 6 (3)
CRNMB, n (%) 25 (12) 6 (3)
Major and CRNMB, n (%) 36 (17) 12 (6)

Young A et al. Presented at: ASH 2017; Abstract 625.

CRNMB = clinically-relevant non-major bleeding



ISTH definition major bleeding

Major bleeding event
A major bleeding event will be confirmed when it is a clinically overt bleeding event that meets at least one of the
following:

a) Fatal bleeding
b) Bleeding in a critical area or organ such as:

e Retropentoneal

e Intracranial

e Intraocular

¢ [ntraspinal

+ Intra-articular

o Pencardial

e [ntramuscular with compartment syndrome
c) A clinically overt bleeding event

e that is associated with a fall in hemoglobin of 2.0 g/dL (>1.24 mMol/L) or more, or
* |eading to a transfusion of = 2 units of packed red blood cells or whole blood.

19
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Classification of clinical presentation

Care and support
through terminal illness

Bleeding events presenting without any
clinical emergency

All bleeding events that could not be
classified to any of the other three

Bleeding events presenting with great
medical emergency

1
2
3
4

Bleeding events already fatal before or
almost immediately upon entering the
hospital

Bleker SM, et al. Thromb Haemost 2017;1%&5:544—51
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CONFIDENTIALITY STATEMENT
Information contained in this document is proprietary to Daiichi Sankyo. The
information is provided to vou in confidence which is requested under an agreed upon
. and signed Confidentiality and Disclosure Agreement. Do not give this document or any
Source: details copy of it or reveal any proprietary information contained in it to any third party (other
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STATISTICAL ANALYSIS PLAN

A PHASE 1B, PROSPECTIVE, RANDOMIZED, OPEN-LABEL,
BLIND EVALUATOR (PROBE) STUDY EVALUATING THE

TEETAAMN AWNTI CATT TV AT TOTE ADNT TOTTT AT TWETAITT

2. Safety Endpoints

The prmary safety endpoint is major bleeding, and the secondary safety endpoints
inchode the following:

« Major + clinically relevant non-major bleeding;
* Climically relevant non-major bleeding;
« All bleeding;

« Mortality from all causes.

CEC adjudication results will form the basis for the final analysis. Healthcare resource
utilization for potential recurrent VIE and bleed events will also be analyzed.
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Clinical impact of major bleeding in patients with venous thrombo-
embolism treated with factor Xa inhibitors or vitamin K antagonists

An Individual patient data meta-analysis
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Summary

Factoy %3 (DG)ntittiors 2 33 sfecthve andt Sl than witamin.
K—antagoniits (WEKA) In the teatmant of venous thromboomtolsm
(VTEL W prawiouly cizssiiad tha sewsrity of cinfcsl presantasion and
coursa of 3 major eeding svents rom the SINSTEN, AMPLIFY and
FORUSALVTE Stais soparataly. The Crront 2im was 50 combins thase
findings i ondar 10 Intrazss procision, BWS 3 class offect nd Ana-
Y2 presentaSion and courss for different types of tseding, Le. Fira-
rranta| gl dnkestingl, and othae Wa ctzssiied tha clinical presanta-
tion and course of 38 major boading svents Lsing pro-defined critarta.
Both oxsfications compriat four categories; one bafng the mikdest,
and four the most severn Ods ratios (DR) were caculated for o
weants dasifiad 25 catagory thres of four betwson 203 dnhistiors 3nd
VKA sopients. Aln, ORts were competad for differont fypes of bised-
Ing, Mafor thseding cocunsd 3 111 (Xa-inhibitor reciplants and in 187
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Introduction

Factor Xa {X2) whitsoes 2re at least 25 effecow 23 viamin K an-
tagomists (VKA) 3 the treatment of veooes thomboembolism
(VTE), and are asociated with las bicading (1-6). Farthermore,
the pattern of hiseding complications &as been cbserved tn differ
hetween patients Xa mhbitors and VKA; those meetv-
ing Xa Inhfttors s ofien experienced
dmmmmmm(mmdw&d
sppeared to occur more afien & this groap (7-10)

The uptake of {Xa mbtheces o the trestment of VTE has bees
siow, pardy due §o conceras aboot the dintcal tmpact and the begt
srategies for treatment of bleeding events (11,12). Therefoee, there
% 2 need for Informaticn about the praseatatsin, development and
management of blending events during the wee of these new
agents. Previoedy, we dasstfied the severtty of cinical presergation

© Schattouer 2017

LMWHIVKA rodpierts. Tre cinicad prasantation was cizsiied 25 cat-
egory e or four in 35% and 48% of ths major biceds I BX

trend fowartds 3 35 savarn presentation was obsenved for potents
traated with X2 inhitstors. Cinical courso was cizsiied 25 savern in
2% of the 3 Inhidtor 3nd 25% of e VKA sociaed bisads {08
083, 5% O 0.47-1.46). in conchesion, FX3 inhitstor zsociated
s bleading events hod 2 significaty focs sovers presantation and
2 shmilar course comparad 10 YIGA. Tris finding s conusant for ot
forant types of biosding.

Keywords
Major tieectng: factoe X3 Inhibiiors vitardn € antagonists; venoos
thromboembotss
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and course of 2l majer events In the EINSTEIN, AM-
PLIFY and HOKUSALVTE wuls for each study seperately
(13-15). Although smal diffecences extsted amongst the stndy re-
subs, 2 studies showed at laast 2 toend for 2 Jess severe cinacal
presentation in X2 inhbitor recptents compared tn VEA ocipt-
ents. For dinical commse etther no or 3 mintmal difference was
found tn Svoer of the Xz inhbttors.

In ®e present Individual patient data meta-analysts, we com-
bined the resuls froo: these three studies 1o increase precisicn and
to be able 1o snalyse the effects in dfferent types of biceding, wth
2 special Interasst for ICH and Gl bleeding, The atm of £ study
was in assess diffecences In bleadmg patiern mnd to compare the
dinical presentation and subsequent dimical course of majr
bleading events asociated with 2 mhbtors (o those asocisted
with the use cf VKA.
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Special circumstances

Extremes of body Commonly used Not recommended
weight
Few drug-drug Avoid in strong
Chemotherapy interactions inducers/
inhibitors of p-GP
or CYP3A4

Renal impairment Dose adjustment  Dose adjustment

N

Thrombocytopenia Dose adjustment  Dose adjustment

30
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Heparin induced
thrombocytopenia

Upper GI/
urothelial cancers

Needle phobia

. Liver disease

care anw J“"FUI -
through terminal illness

Contraindicated

Commonly used

Not advised

Used with caution

Not
contraindicated

Increased bleeding
risk: avoid

Acceptable

Used with caution

"Curie



DOACs are only as safe as the
stupidest person allowed to prescribe
them
So how do we inform the unknowingly
unknowing about the safe prescribing?
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Through the universal language of hip-
hop
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CAT RAP

| said-a hip, hop, the hippie, the hippie

To the hip hip hop-a you don't stop the rock,

It to the bang-bang boogie, say up jump the boogie
To the rhythm of the boogie, the beat

Now what you hear is not atest: I'm rappin' to the beat
And me, the groove, and my friends are gonna try to
move your feet

Care and support Marie
s Curie



| am Noble MC, in Bergamo

And I’m rapping with my peers
There’s Benny, Anna, Freddy Ricks
The ICTHIC musketeers

aaaaaaaaaaaaaa
through terminal illness
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I’m called Notorious TRM

Thrombosis Renegade Master

Cost | seen what cancer clots can do

Don’t need no news forecaster

They . disaster,

They gonna kill you faster

By bleed or big PE

The bleeding don’t stop when you get a clot
That’s Coagulopathy

Care and support
through terminal illness
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Now he-par-ins have been the bomb
Since CLOT by Aggie Lee

More efficacious than warfarin

And that sounds good to me

A daily prick is all it takes
Pinch fat, inject and boom
But some folk say
They got no space
They running out of room

Care and support Marie
through terminal iliness Curie



In the longterm | say no fear

In time we’ll have evolved

To all have nice big guts like me
Crack on guys

Problem solved

Care and support Marie
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Now | got no beef with Buller
He’s a wise man, He’s a sage
He been fighting clots since time began
When leeches were the rage”

He says relax Prescribe DOACs
There safe and they’re reliable
Well | read that paper too my friend
And | think you’re certifiable.
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Now | aint clever like Buller

But even | have seen

With an iddy biddy microscope

Zoomed in on page 16

Of the 32 page online appendix

A tiny forest plot

which shows a breakdown of major bleeds
Who bleeds and who does not

Care and support Marie
PP Curie
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13 percent major bleed
13! Unlucky for some

For Gl cancers starting from your gullet to your
bum

Urothelial bleeding cancers
Likewise Not so great
Major bleeding incident percentages of 8

e and support Marie
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| know Buller says these bleedings aren’t bad
Has a new score to address

But if you torture the data long enough,

It will eventually confess.
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Now one last thing before I go
And drive you to distraction
Think of those patients on chemo
And drug-drug interactions

Inhibit or induce PGP or CYP 3A4
Gonna produce damage to your juice
That you aint looking for

Care and support Marie
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Stay off methyl pred unless you wanna see red
Afatinib Alectininb too

Watch your backs with Venetoclax

Or you’ll get malaena poo

Care and support Marie
. s Curie
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Aprepitant, Ceritinib,
Crizorinib, Dasatinib,
Ibrutinib

Idelalisib

Imatinib

Lapatinib

Lenvatinib

Mitotave

Nilotinib

Tropotecan
Dexafrikinmethasone

Care and support Marie
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Now some of us were born to rap
And others born to waltz

With CAT this aint no binary choice of what is true and
false

We know this wide wide world to don’t move to the
beat of just one drum

DOACs might be right for you
But not be right for some

Care and support Marie
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DOACs will be fine in cancer
(pause) so long as you

Check their kidneys, liver and platelets are doing, what they’re
meant to do

Avoid in Gl cancers

Avoid in urothelial

Ensure when chemo given
They’re interaction free ya’ll

Marie
Curie
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Each patients is different
Each with value and preferences
So embrace individuality
And think beyond the references

Care and support Marie
re pp Curie
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