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How should we treat early
unfavourable Hodgkin
Lymphoma?

Dr Wendy Osborne
Consultant Haematologist
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24 year old student

Presented August 2020with
swelling left neck and sweats

ESR 31 mm/hr

Biopsy: classical Hodgkin,
nodular sclerosis




Unfavourable prognosis in early stage HL

EORTC GHSG
presence of one or more of the presence of one ormore of the
following following

Large mediastinal adenopathy = Large mediastinal adenopathy
ESR = 50 without B symptoms -~ ESR 250 without B symptoms

ESR = 30 with B symptoms ESR 230 with B symptoms

Age >50 E-disease

= 4 lymph node sites involved = 3 lymph node sites involved

EORTC, European Organisation for the Research and Treatment
of Cancer, GHSG, German Hodgkin's Study Group



Treatment options for Early Unfavourable HL

?
German HD11 : 4 X ABVD plus 30Gy '
' 74

" N\

German HD14 : 2X esc beacopp 2X ABVD plus 30Gy
German HD17: 2X esc beacopp 2X ABVD PET guided RT
PET guided H10 (EORTC)

For stage IIB bulk RATHL/HD18 /AHL2011 are also options
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HD14 trial design

Early Unfavorable HL <60 years

CS I/1l with RF*

randomization

Group A
+30Gy IFRT

Group B
4xABVD 2xBEACOPPesc+2xABVD
+30Gy IFRT

]

B 1.0 4
0.9 4
T o8
-
,::3;.-.. 0.7 4
w £ 06
s 0.5+
=
S° 04
wa
o 0.3 4
E 0.2
(=1
0.1 -
]
Mo. at risk
BT A
Arm B

oy S
T —
E-year PFS (%) 86% C1 (%)
AT A B9.1 B6.3 to 81.5
=k B 86.4 83.7 to 871
P 001
12 24 36 48 1] T2

Time {months)

feb FhE F2Z2 670 B03 BN 445 306 282 ZIT 146 A7 45
TE3 Th3 X0 BBB B16 B33 473 3¥6 302 ZE® 173 113 61

1528 pts

Arm B (esc beacopp arm) : 5yr PFS 95.4 % (6 % improvement )

More acute toxicity but no difference in TRM or secondary malignancy

Von Trescow et al JCO 2012



Standard CMT arm A
S

PET-guided arm B

2x eBEACOPP + 2x AB ‘ {8 é ax EEEA‘E‘DPF + 2x ABVD
— A6 0

Yo

Follow-up

PET/CT

PET (+) [DS 3-4] \

30 Gy IN-RT ‘

Borc

hmann et

al Lancet Oncology 2021;22: 223-234



HD17: PET guided treatment non-inferior to CMT

10 — — — ] 5-year PFS [95%-Cl]
0.9
on Arm A: 97.3% [94.5 <98.7]
0.7 Non-inferiority can be concluded Arm B.95.1% [92.0 - 97.0]
g s |
S 0.5 l
» . — o/
= 04 < Median observation time [95%-Cl] | Difference,in 5-year\PFs [95%-Cl]
0.3 - 2.2% [-5:3 -0.9]
0.2 |46 months [45 - 48]
0.1 Standard treatment
a0 Log-rank p =0.12 oo PET-stratified treatment 1
- A\ W B S ¢ LN
Time [months] 0 12 24 36 a8 60
number at risk
428 404 363 293 189 111
Ay 153 400 320 219 120

This is the first study to show that there is no reduction in PFS
when radiotherapy removed ( RAPID/ H10/ HD16 all did)

Borchmann et al Lancet Oncology 2021;22: 223-234



A positive PET4 scan is a predictive factor for
progression free survival

HD17 Trial Prognosis per Deauville Score (DS)

30 = - — —~ —
0.8 |
@ 0.6 | Only DS4 has a prognostic impact,
m
* but not DS3.
& 0.4 | - . —— -
0.2 | s NO uptakeor DS <=2
DS=3
0.0 | Log-rank p <.0001 DS=4
[}
Time [months] © 12 24 36 a8 60
number at risk
318 292 259 21 139 77
)38 2 196 15 10¢ :
&l 9 ) 31

1 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]

84% of patients are Deauville Score 1-3

If consider Deauville 4 or 5 to be
positive then 16% of patients will be
escalated to radiotherapy

Borchmann et al Lancet Oncology 2021;22: 223-234




Treatment options for Early Unfavourable HL

?
German HD11 : 4 X ABVD plus 30Gy '
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German HD14 : 2X esc beacopp 2X ABVD plus 30Gy
German HD17: 2X esc beacopp 2X ABVD PET guided RT
PET guided H10 (EORTC)

For stage 1IB bulk RATHL/HD18/AHL2011 are also options
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PET negative patients in H10

H10
F x 2ABVD w» PET 1 ABVD + INRT 30 Gy (+ 6 Gy)
5 5 year PFS : F GROUP
RT: 99%
™ 2ABvD » P77 2 ABVD No RT: 87.1%
T+ ., 2BEACOPPesc + INRT 30 Gy
(+ 6 Gy|
H10 5 year PFS: U GROUP
U x 2ABVD = PET 2 ABVD +INRT 30 Gy (+6 Gy) RT: 92.1%

No RT: 89.6%

> =
“ 9 ABVD = 1ARR

— M

» + 2 BEACOPPesc + INRT 30 Gy
+ 6 Gy) Compare this to:

HD14 10yr PFS 91%
HD17 5yr PFS 95% (PET4 negative)

F: Favourable, U: Unfavourable Andre et al (2017) JCO: 35(16): 1786-1794



PET positive: 13% of F group and 22% of U group

H;U y 2ABVD = PET 1 ABVD + INRT 30 Gy (+ 6 Gy
R
~ 2D % P LABVD
T+ . 2BEACOPPesc + INRT 30 Gy
(+6 Gy
HJD P 2ABVD = PET* 2ABVD+INRT 30 Gy (+ 6 Gy)
R
Nigapyp » P AR

E
L + 2 BEACOPPesc + INRT 30 Gy

(+6 Gy)

5 yr PFS

ABVD+INRT: 77.4%
eBEACOPP+INRT: 90.6%
P=0.02

Compare this to:
HD17 5 year PFS 82% at PET 4 DS4

Andre et al (2017) JCO: 35(16): 1786-1794



Retrospective review of 148 patients <60 years with 1B and

,EORTC ﬁfgu %

mediastinal bulk or extra-nodal localization (10% of pts)
Stage High risk I1B-Hodgkin lymphoma
treated in the H10 and AHL2011 trials:

similar efficacy of both strategies and

prognostic impact of baseline TMTV and PET2 response

Cédric Rossi, Marc André, Clémentine Joubert, Catherine Fortpied, Pauline Brice, Bénédicte Deau,
Hervé Ghesquiéres, Luc Fornecker, Anne-Claire Gac, Julien Lazarovici, Aspasia Stamatoullas, John Raemaekers,

Massimo Federico, Marie Maerevoet, Sarah Bailly, Salim Kanoun, Michel Meignan, Anne-Ségoléne Cottereau,
René-Olivier Casasnovas




AHL2011 study (1B high risk-111-IV.stage)
Standard Arm / R \ Experimental Arm

BEACOPP esc x 2 BEACOPP esc x 2
PET C2 Neg / Pos Pos Neg
v v | v
BEACOPP esc x 2 BEACOPP esc x 2 ] ABVD x 2
> A
PET C4 Neg Pos Neg Pos Neg
y , . ’ ,
_ Salvage | . Salvage | ABVD x 2
BEACOPP esc x 2 therapy BEACOPP esc x 2 ‘ therapy |

Casasnovas et al., Lancet Oncol., 2019
Stage 1iB High risk Hodgkin lymphoma 61st ASH Annual Meeting, Orlando, GA, December 7-10, 2019 Oral Session 624 - Abstract #128 6




Outcome according to study

Median follow-up: 4.1 years (95% IC 3.9-4.4)

PFS by study - Stade IIb high risk set
With Number of Subjects at Risk and 85% Confidence Limits

10 V " e

1™ H10: 4y PFS = 89.2 % (C195% 78.7-94.7)
§ o AHL: Ay PFS = 87.0% (C1 95% 76.8-92.9)

— AHL201
00 H10
AHL2011 . &3 i n g 14 ? 0
HI0 & ] & 65 2 2 3
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Progression fee sunvwval (years)
Censored  Median Sunvival (95%CL)

No. of Subjecls.  Event
AHL2011 83 12% (10 B8%(73) Notreached
W0 55 1060%7) B32%(58) MNatreached

Stage 11B High risk Hodgkin lymphoma

615t ASH Annual Meeting, Orlando, GA, December 7-10, 2019

OS by study - Stade IIb high risk set
With Number of Subjects al Risk and 85% Confidence Limits

T - L 9“* |
F " H10: 4y 052938 % (C195% 84.4-97.6

AHL: 4y 0S = 98.0% (C 95% 86.6-99.7)

Survival Pr

04
02
AHL2011
00 H10
AHL2011 &3 83 & EY) @ 2 0
Hi0| o5 L 3 5 E . 3 0
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Overall suraval (years)

Censored  Median Survval (35%CL)
Notreached
Notréached

No of Subjects  Event
AHL2011 83 12%(1) 988%(82)
H10 85 62%(4)  938%(61)

Oral Session 624 - Abstract #128 17

Similar PFS between approaches

More severe disease at baseline in
AHL 2011 group

TMTV >155mls and IPS >3
associated with inferior outcome

with H10 approach

Could we use these predictive
factors to select treatment upfront?




Treatment options for Early Unfavourable HL

?
German HD11 : 4 X ABVD plus 30Gy ’
' 74

/" \

German HD14 : 2X esc beacopp 2X ABVD plus 30Gy

(German HD17: 2X esc beacopp 2X ABVD PET guided RT )

PET guided H10 (EORTC)

\For stage IIB bulk RATHL/HD18 /AHL2011 are also optiory
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We are unable to compare the data from trials due to
different patient populations and PET assessments

% Early
unfavourable
patients

% iPET2 positive

PET neg PFS

PET pos PFS

% pts having
radiotherapy

100%

Not done
(iPET4 9%)

95% at 5yrs if
Petd neg

82% at 5 years
if PET 4 pos

9%

100 % U arm

22%

92% (4ABVD +30)

90% (6 x ABVD)

91% if escalated
77% if not (4 ABVD+30Gy)

100% if IPET2 pos

42%

16%

84% at 3 years
(whole cohort)

68% at 3 years
(whole cohort)

7%

14%

25%

95% at 3 years
(whole cohort)

88% at 3 years
(whole cohort)

13%

11%

16% (SUV 140%
liver)

87% at 5 years
(whole chort)

75% at 5 years
(whole cohort)

<1%



Approach in . o : o .
NZ\F/)vcastIe to Early Planning for Aiming to avoid RT | | Aiming to avoid RT
Radiothera but patient less fit | | and patient
Unfavourable HL Py P
EORTC H10 approach EORTC H10 approach GHSG HD17 approach
ABVD X 2 ABVD X 2 Escalated BEACOPP X 2
| |
IPET 2 iPET 2
DS 1,2 or 3 DS4or5 _l DS 1,2 or 3 DS 1,2 or 3 (iPET is )
1 \ l / I included to
allow
2 X ABVD Escalated BEACOPP 4 X AVD ABVD X 2
movement to

+ X2 J
30 Gy ISRT + .
30 Gy ISRT p— HD18 if
/ concerns
\\ about
DS12o0r3 DS4or5
j (esponse )
30 Gy ISRT Escalated
+ BEACOPP x 4

CTorPET/CT1-3 CT 1-3 months \ /
post

months post
radiotherapy chemotherapy PET/CT 1 -3 months
post chemotherapy / radiotherapy




24 year old student

Presented August 2020with
swelling left neck and sweats

ESR 31 mm/hr

Biopsy: classical Hodgkin,
nodular sclerosis




MDT discussion, clinical oncology keen to avoid RT

H10 vs HD17 discussed with patient

HD MIP No cug b g Ex:0ck 08 2020
Elected for HD17 TN\ =)
-o..sf
:
2 X Escalated BeacopDac 3
R L
,, 2 4
: : ! X'z %% 1
IPET 2 Deauville 3 AR B
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. Nk
2 X ABVD and no radiotherapy ey
No VDI 4\ f‘
'3.3ep “ "' ’
EOT PET scan complete metabolic response “™ ™ e |
m=0,00 M=18,97 kBg/ml 1757



Conclusions: Clinical oncology opinion in MDT is essential, is the toxicity
of radiotherapy acceptable?

Yes: H10

NO: HD17 5yrPFSin PET4 neg patients 95%
9% of patients will be PET4 positive, will need RT and 5 year PFS 82%

H10 77% of U pts were iPET2 neg in H10, had 5 yr PFS 90% with 6 X ABVD

RATHL 84 % of whole trial cohort iPET2 neg with 3 year PFS 84%
16 % of whole cohort were iPET2 positive and escalated with 3 yr PFS 68%

@e need to understand how we can predict the iPET2 positive patients upfrorD
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