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Objectives

 Discuss results of the ASH 2018 Lymphoma
abstracts

» Role of brentuximab vedotin in patients with CD30+
Peripheral T Cell Lymphoma

» Recognize that a short course of RCHOP
chemotherapy alone may be effective in treatment of
young patients with low risk DLBCL.

» Recognize that the optimal treatment for ABC/non-
GCB type DLBCL is still R-CHORP, but the addition of
ibrutinib to RCHOP may benefit some younger
patients

» Recognize the increasing role of check point
inhibitors in Hodgkin lymphoma

@l | UNC

Three interesting RCT

— Echelon 2 Trial

 Phase Il of Brentuximab vedotin + CHP versus
Placebo + CHOP in CD30+ PTCL

— Flyer Trial

* 6 vs. 4 Cycles RCHOP-21 in Young Patients
with Low Risk DLBCL

— Ibrutinib + R-CHOP vs. Placebo + R-CHOP
in non-GCB DLBCL
One phase I/l Trial

— Ipilimumab, nivolumab and brentuximab
vedotin in rel/ref HL

@l | UNC
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Echelon 2 Trial

Brentuximab Vedotin + CHP in CD30* PTCL

Peripheral T-cell lymphoma (PTCL) is a rare heterogeneous group of lymphoid malignancies

Frontline standard of care is CHOP/CHOP-like regimen with curative intent
« Poor or inadequate outcomes for PTCL patients’3
ALK+ systemic ALCL (SALCL) is exception, with more favorable outcomes dependent upon age and P11
< High unmet need for new therapies: high risk for disease relapse or progression

Across subtypes, approximately 50% of patients express CD30
- SALCL universally express CD30
- Variable CD30 expression among other PTCL subtypes*5

Brentuximab vedotin, antibody-drug conjugate targeting CD30, FDA approved for
* HL - relapsed refractory
- CD30+CTCL
+ relapsedirefractory SALCL
+ Previously untreated systemic anaplastic large cell ymphoma (SALCL) or other CD30-expressing peripheral
T-cell lymphomas (PTCL), including angioi ic T-cell and PTCL not ise specified,
in ination with i icin, and i

1. Savage KJ, et al, Amn Oncol 15(10): 1467-75; 4. Bossard etal., Blood 124(19):29836; 2014
2004

5. Sabattini et al, Haematologica 98(8): 681-82; 2013
2 Savage KJ, et al. Biood 111(12)5496-504; 2008
Modified Slide courtesy of Steven Horwitz 151(2): 153-66;

ECHELON-2 Study Design (NCT01777152)

Key Eligibility Criteri A+CHP
R ayems (A)brentuximab vadotn 1.8 mokg +
+ CD30-expression (210% cells) (C) cyclophosphamide 750 mg/m? +
« Previously-untreated PTCL: (H) doxorubicin 50 mg/m?2 +
o Systemic ALCL (SALCL) (P) prednisone 100 mg (Days 1-5)
including ALK(+) SALCL with IPI —
22, ALK(-) sALCL i + placebo vincristine
o PTCL-NOS, AITL, ATLL, EATL,
HSTCL

*targeting 75% (5%) ALCL per EU

CHOP :
C) cyclophosphamide 750 mg/m2+
regulatory commitment () eyclophospharmide 760 mg/nr

(H) doxorubicin 50 mg/m?+
(0) vincristine 1.4 mg/m2+

Stratification Factors (P) prednisone 100 mg (Days 1-5)
+ IPI score (0-1 vs. 2-3 vs. 4-5)
+ Histologic subtype (ALK-positive + placebo brentuximab vedotin
SALCL vs. all other histologies)
Q3W for 6 {0 8 cvcles
Per investigator discretion:
ol simig et NSTEL v Tk mpmane 1 matons GCSF primary prophylaxis, consolidative RT and SCT

Horwitz

Baseline Characteristics

A+CHP CHOP A+CHP CHOP
(N=226)  (N=226) (N=226)  (N=226)

Male, n (%) 133 (59) 151 (67) Disease diagnosis, n (%)
ML wee soem UL Pt
IP! score, n (%) ALK- 113 (50) 105 (46)
0-1 53 (23) 48 (21) PTCL-NOS 29 (13) 43 (19)
23 140 (62) 144 (64) AITL 30 (13) 24 (1)
4.5 33 (15) 34 (15) ATLL 4(2) 3
Stage IV, n (%) 184 (81) 180 (80) EATL 1(0) 2(1)

Blood 2018 132:997.

Slide courtesy of Steven Horwitz
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Echelon-2 Progression-free Survival

0 Events

CHOP 124 (55%)

» Gor
3-yr PFS

Progression-Free Survival

0 44%

HR (95%Cl) P

Median PFS (95% CI)

20.8 mo (12.7, 47.6)

Median Follow-up
36.2 months
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Blood 2018 132:997.

Slide ct sy of Steven Horwitz
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Echelon-2 Overall Survival

Blood 2018 132:997.
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Prespecified Subset Analyses: PFS
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Prespecified Subset Analyses: OS
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Slide courtesy of Steven Horwitz

Adverse Events in >20% of Subjects

100

9. A+CHP  CHOP
Grade23 W

80, Grade<3 W m

Frequency
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Blood 2018 132:997.

de courtesy of Steven Horwitz

Neutropenia

* G-CSF primary prophylaxis was permitted at investigator discretion
« Per FDAlabel, G-CSF primary prophylaxis recommended
100

A+CHP  CHOP

Py Gradez3neutopenia” W W

| Grade <3neutopenia W W
G-CSFprimary prophylaxis W W

01

e

fa| 0% 0%

S

@
2]
21 16% 16%
10 {
o TN

AsCHP. CHOP

Neutropenia Febrile Neutropenia #
any grade

Blood 2018 132:997.
de courtesy of Steven Horwitz
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Summary and Conclusions

CHOP

and PTCL-NOS

Blood 2018 132:997.

Slide courtesy of Steven Horwitz

ECHELON-2 first prospective trial in PTCL to show OS benefit over CHOP

A+CHP provided clinically meaningful improvement in PFS and OS versus

° 29% reduction in the risk of a progression event
- 3-yr PFS: A+CHP 57% versus CHOP 44%
© 34% reduction in the risk of death
A+CHP has a comparable safety profile to CHOP

FDA approved brentuximab vedotin in combination with CHP for adults with
previously-untreated sALCL or other CD30-expressing PTCL, including AITL

Patients:
« 18-60yo
patients
« aalPI=0
— Normal
LDH,
Good PS,
Stage I/l
disease
* No bulky
disease
(<7.5cm)

coschel et al. Blood 2018 132:781

Less Chemotherapy in Young Patients with Low Risk DLBCL

Flyer Trial

6 x R-CHOP
n=295

4 x R-CHOP + 2 x rituximab
n=293

21 day cycles

No preplanned consolidative radiation
Primary Endpoint PFS

Non-inferiority study 0| UNC

Progression-free sunvival (%)

20 —— R-CHEMO, IPI=0, no bulk.
R-CHEMO, IPI=1 and/or bulk
Log-rank p-0003

Flyer Trial Background

* MinT Trial: 6 cycles CHOP +/- rituximab
—18-60yo patients
— Bulky stage | and Stage II-IV

20 - —— R-CHEMO, IPI=0, no bulk
R-CHEMO, IPI=1 and/or bulk
Log-rank p-0029

01 8 62 41
3! 242 165 120

Pfreundschuh et al. Lancet Oncol 2011;12:1013-22.

T 0 T T T T 1

8 o 01 93 66 4 10 o
2 o 3 72 193 w6 % 0

| UNC
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4 RCHOP + 2 R non-inferior to 6 R-CHOP

FLYER study (phase Ill) FLYER study (phase Ill)

Patients 18 - 60 years, alP| 0, non bulk, ITT (n=588) Patients 18 - 60 years, aalP! 0, non bulk, ITT (n=588)
PFS according to treatment arm 08 according to treatment arm
0 10
—_— —
09 e 09 i =
08 — 08
o7 o1
Sos Sos
£ &
Sos Sos
Eos Los
03] _ owcHop2r 031 __ emcHor2
(n=29¢ {(n=295)
02 _ smcHop21aR 0z HRCHOP2142R
(n=293) p=0.760 T (n=203) Pe0.655
01 01
00 00
o 2 4 s w00 120 10 © 2 4 s 8 10 10 140
Months Months
DSHNHL 18.06.18
6 cycles 4cycles+2R
3yrPFS 94% 96%
3yrOS 98% 99%

coschel et al. Blood 2018 132:781

Presented on February 27, 2019

Conclusion of Flyer

* In young patients with non-bulky limited
stage disease, normal LDH and good
performance status:

—4 cycles RCHOP + 2 cycles R have
excellent long term survival and low
chance of relapse

— It does not address the question of
radiation or not

— Late relapses are occurring in both arms

Current NCCN Recommendations
for Stage I/Il DLBCL

* R-CHOP-14 x 4-6 cycles +/- ISRT
* R-CHOP-21 x 6 cycles +/- ISRT
* R-CHOP x 3 + ISRT
» This is a category one recommendation

For Educational Use Only
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Ibrutinib + R-CHOP in non-GCB type

Patient

ooy
(n=838): 6-8 x R-CHOP + placebo
+ Non-GCB
DLBCL
* Previously
untreated
Primary 6-8 x R-CHOP + ibrutinib 560mg/day ‘

Endpoint: EFS

Subtype determined centrally:
Non-GCB determined by immunohistochemistry
ABC determined by gene expression profiling

ounes et al. Blood 2018 132:784

Gene Expression Profiling ‘

a b c
| Al patients oL .. Alpatients 1.0—Low clinica isk patients
: 0
ot
-+ Lowi clicel isk
z Hit——t z bl
€05 £ os k.. ARSIk 3,
¢ < 3
a a a 10 paten:s, 3 deaths
21 paterts. 16 deats
P-001 P05
e T T T T T T T T LI
02 46 8 112 0024 6 8 1012 02 486 810
Overal sunvival(ears) Overal survval (years) Cvarel sunval [years]
Alizadeh AA et al. Nature 403:503-511, 2000
Immunohistochemistry ‘ A
o0
+ Non-GC (27 cases) R
cp1o + Fof i -~
- + ¢ MUM1 E[n GCB (n=64)
o i ol
A S “HHhH-+1-+-1H Non-GCB (n=88)
-9
:
o
(

01234667 891011120314161617181920212223
Years

Rians etal Biood 103:275-262, 2004

Ibrutinib in ABC/non-GCB

« ABC DLBCL has mutations that lead to
chronic active B cell receptor (BCR)
signaling
— Bruton’s tyrosine kinase links BCR activity

to NF-KB activity
— Ibrutinib is a BTK inhibitor

For Educational Use Only
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Ibrutinib in rel/ref ABC DLBCL
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Ibrutinib+R-CHOP: Did not improve EFS

D
100
® P<.001
w
P,
. Ibrutinib + R-CHOP
g o
% H GCB (n=64)
£
Ew
- {4+ Non-GCB (n=88)
104 HR (95% CI): 1465 (0.933-2.299)
Pvae 00882
3 4 5 21520 20 2 3 % 40 44 40 %2
]
Wonins
J— 1011 12 1314 16 16 47 18 10 20 21 22 25
SRR 10011152 140 199138 152 135 95 8 40 10 0 0yl
oo+ RCHOP 160 180 142 136 19 126 122 115 04 57 38 24 7 0
Hans et al. Blood 103:275.282, 2004 N )
2 | UNC
ounes et al. Blood 2018 132784 l

Ibrutinib Increases Toxicity
| [brRCHOP_|Pbo-RCHOP]

Received >6 cycles 80.8% 90.7%

* >65yo received >6 cycles * 69% * 90%

* <65yo received 26 cycles * 90% * 9%

Discontinued due to AEs 12.2% 5.3%

(mostly febrile neutropenia and pneumonia)

Grade>3 AEs 89.9% 87.1%

Serious AEs 53.1% 34%

+ >65y0 * 67.4% * 40.6%

+ <65yo * 41.5% * 29.8%

M UNC

ounes et al. Blood 2018 132:784 L
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Ibrutinib+R-CHOP in Younger Patients

Figure. Kaplan-Meier plot of EFS in < 65 years age group (A), OS in < 65 years age group (B),
EFS in 2 65 years age group (C), and OS in 2 65 years age group (D)

A

by ivesgatorssssssmert %)
sse

Conclusions Ibrutinib + R-CHOP

* In patients with non-GCB DLBCL, 1st
line ibrutinib + R-CHOP did not prolong
EFS in the ITT population
— May improve outcomes in patients <65 with

ABC/non-GCB type DLBCL but a
prospective trial is needed

— Even the older pts, on either arm, did much
better than historical expectations

Triple drug therapy for rel/ref HL

* Phase 1/2 trial ipilimumab, nivolumab
and brentuximab vedotin

Nivo 3mg/kg every 21 days x 32 cycle
+

BV (1.2mg/kg or 1.8mg/kg) every 21 days x 16 cycle
+

Ipi 1mg/kg every 12 weeks

3+3 design for the two BV dose levels (7 and 6 patients)
9 patient dose expansion at the 1.8mg/kg dose

Diefenbach etal . Blood 2018;132:679
oo e e ey
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Patients

* N=22

* Rel/ref HL

» Median of 2 prior therapies (range, 1-5)
* 9 with prior SCT

» 1 with prior BV

Diofenbach etal . Blood 2018;132:679
-

Toxicity

* 3 DLTs:
— Grade 3 diabetic ketoacidosis
— Grade 3 AST elevation

— Grade 4 Steven Johnson syndrome with
rash and GVHD in a post Allo-SCT patient

 Significant Grade 3 AEs: rash, colitis,
gastritis, pancreatitis, arthritis

Diefenbach etal . Blood 2018;132:679
o e e ey

Ipi + Nivo + BV Response
« ORR 82% and CR 68%

i:

| Opening soon at UNC: Randomized phase I trial: IPI/Nivo/BV vs. Nivo/BV |

Diefenbach etal . Blood 2018;132:679
oo e e ey
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ANY QUESTIONS?

iim | UNC

2019 Update
VTE, Anticoagulation, Thrombophilia

Stephan Moll, MD
UNC Chapel Hill, NC

UNC Telehealth
Feb 271, 2019

u‘ Cancer and DVT/PE ‘

u‘ VTE: How Long to Treat? ‘

u‘ Direct Oral Anticoagulants: Update ‘

‘; | Key 2018/2019 publications | ‘@
Q?I Take-home points I

For Educational Use Only 11
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Cancer and VTE

Cancer and VTE Treatment

Guidelines

@ ASCO 2015:

* LMHW recommended. DOACs not currently recommended”
[Lyman GH, et a. J Clin Oncol. 2015;33(6):654-656]

@ ACCP 2016:
+ Suggest LMWH over DOAC or warfarin”

[Kearon C, et al. Chest149(2)315-352]

@ ACF 2016:

+ “Suggest LMWH"

[Khorana A, et al. J Thromb Thrombolysis. 2016:41(1):81-91]

x Cancer and VTE

c d prospecti domized trials

HOKUSAI  Edoxaban Dalteparin 1046 [Rascob GE, etal. N Engl J Med. 2017,378(7)615-624] 201’
SELECT-D Rivaroxaban Dalteparin 406  [Young AM, etal. J Clin Oncol. 2018,36(20):2017-2023] ?I B

ADAM Apixaban Dalteparin 287  McBane RD, et al. Blood. 2018;132: Abstract 421] 20'a ()

Ongoing prospective randomized trials

e couNCTOO05400 et oo <0
CARAVAGGIO Apixaban  Dalteparin 1(;21) el AT i s 55 19

* Last updated 2/7/2019

For Educational Use Only
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Cancer and VTE

Table 2. Clnical Outcomes during the Overall TralPeiod.*

Horard Rt
oucome [o5m——ai] “exa v

Presented on February 27, 2019

Py e

Recurrent venous thromboembalism or major beeding —ro. (%) 67ji23] [ 5 EUTUSE) ooster
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Cancer and VTE

SELECT-D trial

* Rivaroxaban vs dalteparin
*n =406
ot Oaheparin »
= - Roaban s
s - e R
FE z
E5n e
B 5
S H

s o 1 1 31 1 =
Time Since Trial Entry (months) Time Since Trial Entry (months)
e — erce et & montrs 3. Tere 0 o bood with 6

[Young AM, et al. J Clin Oncol. 2018;36(20):2017-2023]
- <

Cancer and VTE

ADAM:-trial
« Apixaban vs dalteparin

Clinical Outcomes During Treatment Period

Apixaban Dalteparin Hazard Ratio

(N=142) (5% Cl) _ pvalue

*n=287
+ publication pending)

(N=145)
Primary Safety Endpoint

Secondary Safety Endpoint
Major plus CRNM Bleeding n (%) (5.2)]
Major Bieed 0(00)
Clinically RelevantNon-Major Bleed 9 (6.2)

Secondary Efficacy Endpoint

Thromboembolism n (%) 5

Pulmonary Embolism 40
Lower Extremity VT 0(00)
Upper Extremity VT 0(00)
SplanchnicVT 0(00)
Cerebral VT 1(200)

B coes-»

32N
6(42)

2 021(009-0.47)

8(40.0)
5(25.0)
3(150)
1(50)

For Educational Use Only
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Cancer and VTE

K}? Take-home points

+ Reasonable to use edoxaban (evidence-based).
« Looks like it's ok to use apixaban or rivaroxaban.

VTE Prevention in Ambulatory Patients With Cancer

©® AVERTHial |

in Patients with Cancer

© cassiNItial @

AVERT Trial - Apixaban

Table
Khorana score: 2 or more
Apixaban Placebo
Charsctrstc =291 =283
1. Type of cancer Age—yr 612:124 6172113
Male sex— no. (%) 121 (41.6) 119 (42.0)
+ 2: Pancreas, gastric, brain Weight —ig 200:223 6214
Cres rance >50 mmin — no. () 25 045) 265 03.9)
« 1: Lung, lymphoma, gyn, Tumor type — no. (%)
bladder, testicular 103) )
25 % high 31007 509
o (EE Testiclar VTE-risk 207 104)
Stomach P oI
2. Hbg <10 g/dL Pancreatic
Lymphoma 7e @)  (2h4)
3. WBC>11x10°L ystoree) 7@4 38
Gynecologic 74@54) 74 @)
4. Plts > 350 x 10°/L Colon 309 sy
Prostate o 104)
5. BMI> 35 kq/mz Other 2102 20(.1)
S e e e e

For Educational Use Only
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AVERT Trial - Apixaban

Apixaban Placebo Hazard Ratio
) ay

Outcome EswaE P
Venous thromboembolism — no. (%) NNT: 17 041(026-065)
Deepvein thrombosis — . (%) )
Pulmonary embolism — no. ()1 1668t
Incidental pulmonary embolism — o fotal o 616

Major bleeding episode
Any episode — no. (%) NNH: 59

Severty of episode — no.total no. (%)§

T

Category 1 1710 10) 3
Category 2 810 80) 315 (60)
Category 3 1710 (10) 2/5 (40)
Category 4 0 )
Clinicallyrelevant nonmajor bieeding — no. ()9 103 15(55)  128(089-184)
Outcome occurred during the treatment period — no. (%)
Venous thromboembolism 300 003)  014(005-042)
Maior bleeding episode 621 300 189039924
Death from any cause — no. (%) 35(122) 27 (98) 1.29 (0.98-1.71)

(Carier M eLel N Engl Med 2015 Decd Epub ahead ofpro

VTE Prevention in Ambulatory Cancer Patients

1 Prochemomerapy patoet caunt 2350 x 10%.
2. Hamoglobin <10 gL N

3. Prschemotnerspy wac 11 x 10%

. o235 ki

B [

5 Pregnant or breasttoeding
& Weight <40 kg
7.t expecancy <6 nonins

Consider romboprophyisxis win
caban 2.5 mg tice saiy

B, by mass indox; GFR, glameruir st rae; WSC, whl blaod cet count
[May J, et al. The Hematologist. 2019 In press]

[Carrier M, et al. N Engl J Med. 2018 Dec 4.Epub ahead of print]

VTE Prevention in Ambulatory Cancer Patients

‘Cinecolonie ower

ey

1 Prechemomerapy patoet caunt 2350 x 10%.
2. Hamoglobin <10 gL N
3. Prachemotherspy WG 11 x 107

& amrsse tom
l“fu‘ l"'?:"h‘u“":"’ Q? Take-home points

E';E':QV:T:"M:‘HMM Higher-risk outpatient patients with cancer:
S Efz‘?“‘“‘imso‘n?nmﬂ Reasonable to offer Apixaban 2.5 mg bid
CEEAE
B T

Considor romboprophyisxis win
apixaban 2.5 mg wice daiy

B, by s indox; GFR, glameruir it rae; WBC, whle blod cef count

lay J, et al. The Hematologist. 2019 In press]
[Carrier M, et al. N Engl J Med. 2018 Dec 4.Epub ahead of print]

For Educational Use Only 15
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. CASSINI Trial - Rivaroxaban

« Outpatients with cancer

+ Khorana score 2 or more

« Placebo vs rivaroxaban 1

- Double blind, randomized Endpoints

0mg qd

- P ization vi

+ During 6 months of follow-up (intention to treat).

Ci ite of
« Symptomatic distal or proximal leg DVT
« Asymptomatic proximal leg DVT
« Symptomatic or asymptomatic upper extremity DVT
.- PE
« VTE-related death

Secondary Analyses

CASSINI Trial

« Primary endpoint in the on-treatment group
« Primary endpoint PLUS splanchnic and arterial thrombosis
« Primary endpoint PLUS asymptomatic distal DVT

Safety Analyses

« Primary: Major bleeding
« Secondary: Clinically relevant non-major bleeding

Presented on February 27, 2019

Khorana A, etal. Blood. 2018:132: Abstract LBA-1

Results

CASSINI Trial

a) 4.53 % had DVT on haseline screening
b) Studv drug disconfinuation was high (47%)

c) Primary efficacy endpoi

e) Major bleeding: 1.98 (riva) vs 0.99 (placebo); P = .265

Clinically relevant non-major bleeding: 2.72 (riva) vs 1.98
Conclusions

nt: 5.95 % (riva) vs 8.79 (placebo); P =.101 ]

Riva did NQT decrease primary endpoint (intention to treat)
Riva did decrease primary endpoint while op treatment
High study discontinuation rate

Riva did not significantly increase major bleeding rate

Khorana A, et al. Blood. 2018;132: Abstract LBA-1

For Educational Use Only
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. CASSINI Trial

Q? Take-home points

+ High rate of leg DVT (5 %) upon screening
« Outpatients with cancer treated with rivaroxaban 10 mg qd:
Beneficial (and safe) while being taken

+ Wait for full

Presented on February 27, 2019

VTE - How Long to Treat?

Duration of Anticoagulation

ioks LK, ot al. HomatologfAm
I Soc Homato Edus Program

‘ VTE due to major transient risk factor 2014:(1): 599-6031

3 months
hormones
isk factor HERDOO-2 score?
Woman with unprovoked VTE
vt ACCP, AHA, ISTH, BJH, ACF
- PE
Long-term
Man with unprovoked VT

L
; Warfarin/DOAC “Hate Factor”

L
10

* [Verhovsek M, et al. Ann Intern Med. 2008;149(7):481-490.]
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3 months

Long-term

* [Verhovsek M. etal. Ann Intern Med. 2008;149(7):481-490]

Duration of Anticoagulation

‘ VTE due to major transient risk factor

Woman with hormones.

Non-major i sk factor

Woman with unprovoked VTE
- DVT
- PE

Man with unprovoked VT

Presented on February 27, 2019

How Long to Anticoagulate?

K}? Take-home points

+ Try the

« D-Dimer predicts recurrence
+ Repeated positive APLA predict recurrence

“Recurrence Triangle”

DOAC Update

For Educational

Use Only
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Betrixaban

Atrial
fibrillation

VTE
treatment

VTE

Medical
prevention FDA approved
[las
Reversal m
agent

{last updated: Feb 7%, 2019]

DOACSs in Special Populations

a0

<

Apixaban and Renal Failure
i 7

Patients with End-Stage Renal Disease on Dialysis

Clinical efficacy and safety studies with ELIQUIS did not enroll patients with end-stage
renal disease (ESRD) on dialysis. In patients with ESRD maintained on_intermittent
hemodialysis, administration of ELIOUIé at the usually recommended dose [see Dosage
‘and Administration (2.1)] will result in concentrations of apixaban and pharmacodynami
activity similar to those observed in the ARISTOTLE study [see Clinical Pharmacology
(12.3)]. ltis not known whether these concentrations will lead to similar stroke reduction
and bleeding risk in patients with ESRD on dialysis as was seen in ARISTOTLE.

[Apixaban package insert 212017: hitps:/packageinserls.bms.com/pilpi_eliquis.pdf. Accessed January 24, 2019]

Dosing in HD insert):

*5mgq12hrs

*2.5mg q 12 hrs if 2 80 yrs or < 60 kg
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Rivaroxaban and Renal Failure

with end-stage renal disease (ESRD) on dialysis. In patients with ESRD
maintained on iptermittent hemodialvsis, administration of riyaroxaban 15
f

will result

cs
see Clinical Pharmacology ("
these concentrations will lead to similar stroke reduction and bleeding risk
in patients with ESRD on dialysis as was seen in ROCKET AF.

(Rivaroxaban [package insert 1012017 Itoh pof. Accessed January 24, 2019]

Dosing in HD (package insert):

15 mg once daily

Severe Obesity and DOACs

1. Ok to use DOAC up to BMI 40 kg/m? or 120 kg

2. Suggest NOT to use DOAC if BMI >40 kg/m? or >120 kg
3. If DOAC is used in a patient with BMI >40 kg/m? or >120 kg,

then obtain peak and trough level. If level below expected

range: switch to warfarin

[Martin K, etal. J Thromb Haemost. 2016:14(6):1308-1313]

[Moll S, et al. Direct oral anticoagulants in extremely obese patients: OK to use? Res Pract
Thromb Haemost. 2019;1-4]

Bariatric Surgery and DOACs

Rivaroxaban

[Martin KA, et al. Am J Med. 2017;130(5):517-524]
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APS and DOACs

TRAPS
Randomized controlled trial of Rivaroxaban
vs Warfarin in APS

Primary endpoint:

Composite of:

Riv: } * Thromboembolic events
5 years * Major bleeding
Events on Events g * Vascular death

[ topped early for excess of events on Rivaroxaban |

APS. antiphosphoreid synarome: LA, ipus sntcosauient

[Pengo V, et al. Biood. 2018;132(13):1365-1371]

DOACSs and Special Populations

QS Take-home points

. May be apixaban, may be rivaroxaban;
but: Be careful! Dosing?

- Severe obesity (BMI >40 kg/m?): Suggest warfarin; or DOAC with trough
level testing.

- Bariatric surgery: Suggest warfarin; or DOAC with (repeated) level testing.

. ; Triple positive—cave DOACs
0 and VTE: Edoxaban good choice. Others: probably, too.

[Martin K, et al. J Thromb Haemost. 2016;14(6):1308-1313]
[Moll S, et al. Direct oral anticoagulants in extremely obese patients: OK to use? Res Pract Thromb Haemost. 2019;1-4]
[Martin KA, et al. Am J Med. 2017:130(5):517-524]

The 20 VTE Teaching Points

How to Approach the Patient with Venous Thrombosis
20 Practicalcinicl Points

Stephan Moll, MO

A HISTORY

1. Definis history of t

oV iabl
the time of proximal
o lowrisk PE?
2. anatomy, termi o
d DVT and, thus,

decisions veins;
tuachial " b ix e ee:
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Comments?

Questions?

|
! l NC THE UNIVERSITY
"il Y of NORTH CAROLINA

S SCHOOL OF MEDICINE at CHAPEL HILL

STEPHAN MOLL, M.D.
Professor of Medicine
UNC Thrombosis Program
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302 MARY ELLEN JONES BLDG T 919.966.3311
CAMPUS BOX 7035 F 919.966.7639
CHAPEL HILL, NC 27599 0 919.966.4131
smoll@med.unc.edu
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