Lymphom

Kompetenz

KOMPAKT
®

EHA2020 VIRTUAL
11. - 14. Juni 2020

-~

A

KOmPEtGI’IZHGTZ Vernetzt forschen.
Maligne Lymphome  Gut informiert entscheiden. _
k N\ A

Prof. Dr. med. Peter Borchmann
Hodgkin Lymphom

- Oberarzt der Klinik | fir Innere Medizin, Uniklinik KoIn
- Co-Chairman der Deutschen Hodgkin Studiengruppe (GHSG)
- Mitglied und Wissenschaftlicher Beirat im Kompetenznetz Maligne Lymphome e.V.



£ N Lymphom

Maligne Lymphome  Gut informiert entscheiden. Kom petenz
KOMPAKT

Offenlegung potentieller Interessenskonflikte ®
EHA2020 VIRTUAL

11. - 14. Juni 2020

LymphomKompetenz KOMPAKT EHA2020 wird in Kooperation mit finf unterstitzenden Firmen durchgefiihrt.
Diese Firmen haben keinen Einfluss auf die Inhalte dieses Vortrags. Meine weiteren Disclosures betreffen:

Art Verbundenheit

Anstellungsverhaltnis, Fihrungsposition -

Beratungs-/Gutachtertatigkeit Takeda, BMS, Roche, Amgen, Novartis, Celgene, Miltenyi
Biotech, Gilead

Besitz von Geschaftsanteilen, Aktien, Fonds -

Patent, Urheberrecht, Verkaufslizenz -

Honorare Takeda, Novartis, BMS, Roche, MSD, Celgene, Miltenyi
Biotech, Gilead, Abbvie
Finanzierung wissenschaftlicher Untersuchungen Takeda Oncology, MSD, Novartis

Andere (auch immaterielle) -

Prof. Dr. med. Peter Borchmann
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1. PET-gesteuerte Bestrahlung bei intermediaren Stadien? Endauswertung der HD17.
2. Fortgeschrittene Stadien HD18: 5 Jahre FU Ergebnisse.

3. Pembrolizumab oder Brentuximab vedotin fir mehrfach rezidiverte oder refraktare

Patienten?

Prof. Dr. med. Peter Borchmann
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PET-gesteuerte Bestrahlung bei intermediaren Stadien? Endauswertung der EngmAL
11. - 14. Juni 2020
HD17.

—The German Hodgkin Study Group (GHSG) HD14 study has proven superior 5y PFS of intensified treatment
with 2x eBEACOPP + 2x ABVD (“2+2”) compared to 4x ABVD. !

—The 2+2 treatment led to more severe hem-tox and infections compared to 4x ABVD; however, treatment-
related mortality (TRM), second primary malignant neoplasms (SPMN), and fertility for women and men
were not different. 23

» CMT with 2+2 plus 30 Gy IF-RT was thus established as GHSG SOC

—However, a matter of concern for CMT are late sequelae arising from ionizing irradiation. It is known
already that RT cannot be reduced without loss of tumour control when ABVD serves as backbone. 4>

1v.Tresckow et al., JCO, 2012
23Behrigner et al., Ann Oncol, 2012, Behringer et al., JCO 2013
45 Eich et al., JCPO, 2010, Andre et al., JCO 2017

Prof. Dr. med. Peter Borchmann
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HD17 Trial Hypotheses and Objectives

11. - 14. Juni 2020

For HD17, we thus hypothesized that
— the more effective systemic treatment with 2+2 might allow removing RT from CMT

— in an individualized approach for patients responding well to systemic treatment, as
determined by Positron Emission Tomography (PET) after 4 cycles (PET4)

Primary objectives

— First primary objective: |s an individualized treatment strategy with PET-guided
radiotherapy after 2+2 non-inferior to the standard CMT (with lower margin for
inferiority set at 8%)?

o2,
-..:. GHSG 5 | GHSG HD17 final analysis| Peter Borchmann on behalf of the GHSG I

Prof. Dr. med. Peter Borchmann
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HD17 Trial Design Lo~ 16, unk 2000

Early-stage unfavorable HL
|

Randomization

Standard CMT arm A PET-guided arm B

2X eBEACOPP + 2x ABVD 2x eBEACOPP + 2x ABVD
PET/CT PET/CT
PET (+/-) PET (+) [DS 3-4
30 Gy IF-RT Follow-up 30 Gy IN-RT
505 GHSG 6 cec Ho17 fne et P Brchmann on bl o e GHsC
os _I

Prof. Dr. med. Peter Borchmann
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HD17 Trial PET guided treatment non-inferior to CMT?

1.0 - 5-year PFS [95%-ClI]
0.9
0.8 Arm A: 97.3% [94.5 - 98.7]
0.7 | Non-inferiority can be concluded and Arm B: 95.1% [92.0 — 97.0]
g 0.6 — was confirmed in PET-negative patients
= 0.5 _
W . . ) o/
& 0.4 4 Median observation time [95%-Cl] Difference in 5-year PFS [95%-Cl]
0.3 | 2.2% [-5.3-0.9]
02 |46 months [45 - 48]
0.1 _ Standard treatment
Log-rank p=0.12 PET-stratified treatment
0.0 - | | | | T I
Time [months] 0 12 24 36 48 60
number at risk
428 404 363 293 189 111
477 453 400 320 219 120
:‘:g:.: GHSG 7 | GHSG HD17 final analysis | Peter Borchmann on behalf of the GH5G I

Prof. Dr. med. Peter Borchmann
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HD17 Trial Prognosis per Deauville Score (DS)

1.0 4
"u_,_I_
o
— T
0.8 -
2 0.6 _ Only DS4 has a prognostic impact,
[
n but not DS3.
a 0.4 —
0.2 | no uptake or DS <=2
DS5=3
Log-rank p <.0001 =
00 |8 P DS=4
| | | | [ |
Time [months] 0 12 24 36 48 60
number at risk
318 292 259 211 139 77
238 225 196 156 104 57
90 81 68 48 31 18

{3 GHSG

2 | GHSG HD17 final analysis | Peter Borchmann on behalf of the GH5G

Prof. Dr. med. Peter Borchmann

5-year PFS

DS<3: 97.6%
DS =3: 98.8%
DS=4: 81.6%

[95%-Cl]
[94.0 — 99.0]
[95.0 — 99.7]
[67.9 — 89.9]
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1.PET-guided treatment of early-stage unfavourable HL using the 2+2 backbone is non-inferior to CMT with
2+2 and 30 Gy consolidation RT.

» The vast majority of early stage unfavourable HL patients can be treated with the brief and highly
effective 2+2 chemotherapy alone.

2.The PET-guided 2+2 strategy has no relevant HL- or treatment-related mortality and thus achieves 5y OS
not differing from the German normal population.

3.PET-guided 2+2 is the new GHSG standard of care for intermediate stage HL

Prof. Dr. med. Peter Borchmann
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Fortgeschrittene Stadien HD18: 5 Jahre FU Ergebnisse. ®
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11. - 14. Juni 2020

—The rationale behind the HD18 trial was to individualize and reduce therapy itensity by
adapting it to early response assessed by PET/CT after 2 cycles of eBEACOPP.

—For PET-2 negative patients we intended to relevantly reduce the burden of therapy by
reduction from 8 to 4 treatment cycles without compromising the patients’ prognosis.

—However, HD15 results led to change of the SOC from 8 to 6 cycles while the trial was running.

» Can we still show non-inferiority of 4 compared to only 6 cycles?

Prof. Dr. med. Peter Borchmann
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HD18- (Per Protocol) PFS

1.0
0.8
0.7 - 5-year estimate [95%-Cl]
@ 0.6 - 8/6x eBEACOPP: 91.2% [88.4% to 93.9%]
E 0.5 - 4x eBEACOPP: 93.0% [90.6% to 95.4%]
o 0.4 _ Difference: 1.9% [-1.8% to 5.5%]
0.3 Hazard Ratio: 0.70[0.45t0 1.0
0.2 |
01 | Median observation time 66 manths NI margin of -6% excluded EACOPP
0.0 _] + Censored FITS R corp
l | | | 1 1
Time [months] 0 12 24 36 43 60
number at risk
446 418 395 363 344 265
$% 474 452 425 395 361 284
*@s GHSG 12 | GHSG HD18 Follow-up| February 2020 I
1

Prof. Dr. med. Peter Borchmann
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HD18 Trial Summary and Conclusion ®

EHA2020 VIRTUAL
11. - 14. Juni 2020

1. The prolonged follow-up data establish the non-inferiority of only 4x eBEACOPP not only compared to 8
but also to 6x eBEACOPP in terms of PFS.

2. Thus, PET-guided eBEACOPP remains GHSG standard of care for patients with advanced-stage HL.

3. HD21 aims at further improving treatment tolerability for this particularly young patient cohort by
modifying the intensive eBEACOPP regimen wit the use of Brentuximab vedotin (BrECADD)

Prof. Dr. med. Peter Borchmann
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3. Pembrolizumab oder Brentuximab vedotin fir mehrfach rezidiverte oder refraktare

Patienten?
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The management of mulitple relapsed Hodgkin Lymphoma EHA2020 VIRTUAL
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ICI vs Brentuximab vedotin: study concepts in r/r cHL

MK-3475-204/KEYNOTE-204 CheckMate 812
NCT02684292 NCT03138499
Brentuximab . Brentuximab Brentuximab +
vedotin . Pembrolizumab vedotin . Nivolumab
:'::'E GHSG 15 Diagussippalinating Seatm ek & e ih R D b BRIFERIRE GHSG J

Prof. Dr. med. Peter Borchmann
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KEYNOTE-204 Study Design (NCT02684292)

Key Eligibility Criteria
Relapsed or Refractory cHL

Relapse post—auto-SCT or
ineligible for auto-SCT and
failed one prior line of

therapy

Measurable disease per IWG
2007 criteria’

ECOG PS 0-1

BV-naive and BV-exposed
patients eligible

Stratification Factors

* Prior auto-SCT (yes vs ho)

+ Status after 1L therapy (primary refractory vs
relapsed <12 months vs relapsed 212 months after criteria excluding clinical and imaging data following

end of 1L therapy)

1. Cheson BD et al. J Clin Oncol. 2007;25:579-586.

Pembrolizumab
200 mg IV Q3W * Response assessed

. Revised Response
Criteria for Malignant
Lymphoma*

AEs evaluated Q3W
throughout the trial
Brentuximab Vedotin period, and Q12W during
1.8 mg/kg IV Q3W follow-up
Up to 35 Cycles

Primary End Point: PFS per blinded independent central
review (BICR) by IWG 2007 criteria including clinical and
imaging data following auto-SCT or allogeneic stem cell
transplant (allo-SCT); OS

Secondary End Points: PFS per BICR by IWG 2007

auto-SCT or allo-SCT; ORR by BICR per IWG 2007;
PFS per investigator review; DOR; safety

Prof. Dr. med. Peter Borchmann
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Disposition

Treated

Completed: 25 (16.9%)

Discontinued: 110 (74.3%)
Progressive disease: 59 (39.9%)"
Adverse events: 20 (13.5%)

Bone marrow transplant: 16 (10.8%)
Completeresponse: 1 (0.7%)

Physician decisit?n: 4(2.7%)
Other: 10 (6.8%)

2Includes clinical progression.

Median time from randomization to
N = 304 database cutoff:
« 25.7 months (range, 18.2-42.3)

Randomized

Pembro Treated

n =148

Completed: 3 (2.0%)

Discontinued: 146 (96.1%)
Progressive disease: 81 (53.2%)
Adverse events: 29 (19.1%)
Bone marrow transplant: 17 (11.2%)
Completeresponse: 3 (2.0%)
Physician decision: 6 (3.9%)
Other: 10 (6.6%)"

Treatment Ongoing Treatment Ongoing
13 (8.8%) 3(2.0%)

bQther included nonstudy anticancer therapy, excluded medication, noncompliance, withdrawal by patient, and protocol deviations.

Data cutoff: January 16, 2020.

EHA2020 VIRTUAL 14.06.2020
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Keynote-204: randomized trial of BV versus Pembrolizumab in r/r cHL ®
EHA2020 VIRTUAL

11. - 14. Juni 2020

Patient Characteristics (continued)

Pembro BV

n =148 n =152
Number of prior therapies, median (range)?® 2 (1-10) 3(1-11)
Subsequent SCT, n (%)

Auto-SCT 30 (20.3) 34 (22.4)
Allo-SCT 14 (9.5) 13 (8.6)
Days on therapy, median (range) 305.0 (1-814) 146.5 (1-794)
Completed 2 years of treatment, n (%) 25 (16.9) 3(2.0)
Treatment ongoing, n (%) 13 (8.8) 3 (2.0)

aPembro: n = 151; BV: n = 153.
Data cutoff: January 16, 2020.

Prof. Dr. med. Peter Borchmann

EHA2020 VIRTUAL 14.06.2020 Klinik I fiir Innere Medizin * Uniklinik K&In Seite 18



Kompetenznetz Vernetzt forschen

Maligne Lymphome  Gut informiert entscheiden.

Keynote-204: randomized trial of BV versus Pembrolizumab in r/r cHL

40

30

20

Progression-Free Survival, %
wn
(=]
]

10 1

0

Events HR P value
n (%) (95% CI)
Pembro 81 (53.6) 0.65 0.00271
(0.48-0.88)

BV 88 (57.5)

Median (95% CI)
g . - 13.2 mo (10.9-19.4)
8.3 mo (5.7-8.8)

0

No. at Risk
Pembro 151

BV 153

Data cutoff: January 16, 2020.

EHA2020 VIRTUAL 14.06.2020

15 1'8 21 24 27 30 33 36 39
Months

55 44 35 18 15 9 4 1 0

26 19 14 10 T 5 2 1 0
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Keynote-204: randomized trial of BV versus Pembrolizumab in r/r cHL ®
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Treatment-Related AEs (210% Either Arm)

B crade12 Grade 3/4 Pembro BV M crade1/2 | Grade3/
Hypothyroidism 15,57 [ =
Pyrexia 12.8% _— 5.9%
Pruritus 10.5% (I I -
Fatigue s.5% I I, 0>
Nausea 4.1 |, 2%
Peripheral neuropathy 2.0% | I (4%
Peripheral sensory neuropathy 2.0% q_. 13.2%
r T T T T T T T T T T T 1
30 25 20 15 10 5 0 5 10 15 20 25 30
Patients, % Patients, %

Data cutoff: January 16, 2020.

Prof. Dr. med. Peter Borchmann
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Keynote-204: randomized trial of BV versus Pembrolizumab in r/r cHL ®
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 Pembrolizumab monotherapy showed statistically significant and clinically meaningful improvement
in PFS versus brentuximab vedotin in patients with R/R cHL that have relapsed post auto-SCT or
are ineligible for auto-SCT
- PFS: 13.2 vs 8.3 months; (HR: 0.65 [95% CI, 0.48-0.88]; P = 0.00271)

e PFS benefit extended to key subgroups
— Ineligible for auto-SCT (HR: 0.61)
— Primary refractory disease (HR: 0.52)
- BV naive (HR: 0.67)

 More durable responses were associated with pembrolizumab versus brentuximab vedotin
* ORR:65.6% vs 54.2%; DOR: 20.7 vs 13.8 months

e Safety was consistent with the known profiles of each agent

e Pembrolizumab should be considered the preferred treatment option and new SOC for the
treatment of R/R cHL in patients that have relapsed post auto-SCT or are ineligible for auto-SCT

Prof. Dr. med. Peter Borchmann
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Flr den Inhalt verantwortlich:
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Das Informationsprojekt wird von folgenden Firmen unterstitzt.

Diese hatten keinen Einfluss auf die Inhalte.

dh Bristol Myers Squibb’

Celgene | A Bristol Myers Squibb Company

abbvie AstraZeneca(“i'

- /
janssen > \
PHARMACEUTICAL COMPANIES = -~ o {‘ ’; ’v\
oF go’vmcmgofvmwn o | | Y
A Sandoz Brand | [\
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