
Management of relapsed or refractory HL

DGHO Basel 13.10.2024

____________________________________________________

Ao. Univ-Prof. Dr. Thomas Melchardt, PhD

Universitätsklinik für Innere Medizin III

mit Hämatologie, internistischer Onkologie, Hämostaseologie, Infektiologie und Rheumatologie

Labor für immunologische und molekulare Krebsforschung (LIMCR)

Paracelsus Medizinische Privatuniversität

Müllner Hauptstrasse 48
5020 Salzburg

t.melchardt@salk.at 



1. Anstellungsverhältnis oder Führungsposition 

keine 

2. Beratungs- bzw. Gutachtertätigkeit 

keine 

3. Besitz von Geschäftsanteilen, Aktien oder Fonds

keiner 

4. Patent, Urheberrecht, Verkaufslizenz

keine 

5. Honorare 

Speaking fee from Mundipharma, BMS, Takeda, Novartis, Incyte; MSD, Janssen Cilag

6. Finanzierung wissenschaftlicher Untersuchungen 

Research support from GSK, Ratiopharm, Roche, MSD, Merck

7. Andere finanzielle Beziehungen 

Travel support: Amgen, Sanofi Aventis, Roche, Celgene, BMS, Janssen Cilag, Takeda in the last years

Offenlegung potentieller Interessenkonflikte



JCO 2010 Josting

Treatment goals in R/R Hodgkin Lymphoma

•Outcome after induction therapy followed by ASCT with BEAM in the HDR2 trial (n=279 pts)

BEACOPP treated pts with a 3-year PFS of only 58%



JCO 2010 Josting

Historical standard tested in the HDR2 trial…

ORR to DHAP:

CR: 24%

PR: 46%

ORR: 70%
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A closer look at the HDR2 trial…

13.6% did not proceed to ATX

ORR to DHAP:

CR: 24%

PR: 46%

ORR: 70%



Blood 2010 Moskowitz

Treatment goals in R/R Hodgkin Lymphoma

•Normalization of Gallium or PET imaging before ATX was highly prognostic in 153 pts

A negative PET/Scan should be the goal of induction therapy in R/R HL
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Case presentation

25 year old man was treated in November 2022 for Hodgkin Lymphoma (NSL, 

Stadium IVA) with BRECADD at our outpatient department. After a negative 

iPET (DS 1) 4 cycles at all were recommended.

14 months after end of treatment a new supraclavicular lymph node was 

palpable.
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Agenda:

• Salvagetherapy at first relapse:

➢Radiotherapy

➢BV +/- chemotherapy

➢CPI

• Consolidation after stem cell transplant:

➢AETHERA

➢CPI

• Later treatment lines:

➢CPI vs BV

➢CPI combinations

• Allogenic stem cell transplant:

➢New data



RT should be considered in R/R HL

ILROG 2017 Constine 

o ILROG guidelines recommend 

consideration of IF-RT in R/R HL

o Retrospective data from 486 pts 

show a PFS advantage

o RT may be considered after or 

before ATX

o RT as single modality treatment is 

rarely a curative option



FDG-PET Adapted Sequential Therapy With Brentuximab 

Vedotin and Augmented ICE Followed By ATX

ISHL and ASH 2013 Moskowitz

Courtesy of Moskowitz



Lancet Onco 2015 Moskowitz 

➢ 2 cycles of BV were highly active.

➢ Pts with DS I-II proceeded to ATX.

➢ Pts with DS >II were treated with 

augICE

➢ Majority of pts (34/45) achieved 

PET negativity before ATX with BV 

or augICE

➢ EFS of the PETneg patients: 92%

➢ No difference, if PET negativity 

was achieved with BV or augICE

45 patients

FDG-PET Adapted Sequential Therapy With Brentuximab 

Vedotin and Augmented ICE Followed By ATX
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➢ 2 cycles of BV were highly active.

➢ Pts with DS I-II proceeded to ATX.

➢ Pts with DS >II were treated with 

augICE

➢ Majority of pts (34/45) achieved 

PET negativity before ATX with BV 

or augICE

➢ EFS of the PETneg patients: 92%

➢ No difference, if PET negativity 

was achieved with BV or augICE

12/45 (27%) were PETneg after BV alone

22/45 (49%) were PETneg after BV>augICE

FDG-PET Adapted Sequential Therapy With Brentuximab 

Vedotin and Augmented ICE Followed By ATX



New combinations in r/r HL

• Bendamustin + Brentuximab-vedotin:

➢ Phase I/II trial of 64 pts with R/R HL after frontline therapy: ORR 78% 

➢ Phase II trial of 55 pts with R/R HL after frontline therapy: CR 83%

➢ Phase II trial of 40 pts with R/R HL after frontline therapy: CR 79%

➢ Retrospective series of 28 patients in Austria: CR 79%

➢ Retrospective series of 10 patients in British Columbia: CR 90%

➢ Retrospective series of 20 patients in Italy: CR 100%

• DHAP / ESHAP + Brentuximab-vedotin:

➢ Phase I/II trial of 61 pts with BV+DHAP: CR 79% 

➢ Phase I/II trial of 66 pts with BV+ESHAP: CR 70% 

• Bendamustine with Gemcitabine and Vinorelbine (BGV):

➢  Phase II trial 59 patients: 73% CR + 10% PR (Jco 2016 Santoro)

BJH 2016 KalacBlood 2018 LaCasceLancet Onco 2018 O´Connor EJH 2019 Wagner Blood A 2019 PicardiBlood Cancer 2019  Broccoli ASH 2018 Hagenbeek AnnOnco 2019 Garica-Sanz
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MEMO:

ORR to DHAP: 70%

14% do not proceed to ASCT



Brentuximab / Nivo as salvage before ATX

Blood 2021 Advani

Phase I/II study at first relapse before ASCT:

n=91, median age: 34 years, all patients received 4 cycles BV/Nivo

CR rate: 67%, 67 patients received ASCT after BV/Nivo without further salvage



MATRIX IELSG32 trial: 227 pts were randomized in 3 induction treatment groups

median age: 58 years, ECOG 0-I in about 66% of the patients

Addition of thiothepa and rituximab resulted in a better PFS and OS, but was associated

with significant toxicity. As consolidation ASCT vs WBRT was also randomized.

ASH & ISHL 2022 Moskowitz

Pembro-based salvage treatment
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CPI with chemotherapy as salvage treatment

Pembro-GVD trial:

This new combination shows very high CR rates as salvage before ASCT. A 

cohort without transplantation is ongoing and will show the potential of 

salvage treatment without ASCT.

Nivo-ICE trial:

Nivo in combination with 2-3 cycles ICE resulted in 38 patient in CR rate of 89% 

before ASCT. 

ASH & ISHL 2022 Moskowitz ASH 2022 Mei



Case presentation

Before salvage treatment we performed a new biopsy. Due to previous BV 

exposure the patient received 2 cycles Pembro and GVD and a new PET scan 

showed complete metabolic response in June 2024.

He received high dose chemotherapy with stem cell support in July 2024. 
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Brentuximab maintenance improves PFS 

Blood 2018 Moskowitz

Maintenance für 48 weeks increases rate of curation in first relapse
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Pembrolizumab consolidation after ATX 

Blood 2020 Armand

Phase II study of consolidative pembrolizumab after ASCT:

n=30, median age: 33 years, 8 cycles pembrolizumab



Brentuximab / Nivo as consolidation after ATX

ASH 2020 Herrera
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Blood 2016 Chen

➢ Phase II trial

➢ n=102 patients

➢ Median previous regimens: 3.5

➢ ORR: 75%

➢ Median PFS: 5.6 months

➢ 38% of pts who achieved CR (13/34) 

remained in remission for.5 years 

and may be cured.

➢ 9 of these 13 long-term CRs did not 

underwent Allo-TX.

Possible cure with BV in heavily pretreated patients
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KN-204: Pembrolizumab vs BV

ASCO 2020 Kuruvilla

n=304



KN-204: Pembrolizumab vs BV

ASCO 2020 Kuruvilla



MATRIX IELSG32 trial: 227 pts were randomized in 3 induction treatment groups

median age: 58 years, ECOG 0-I in about 66% of the patients

Addition of thiothepa and rituximab resulted in a better PFS and OS, but was associated
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ASH & ISHL 2022 Timmerman
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Case presentation

Before salvage treatment we performed a new biopsy. Due to previous BV 

exposure the patient received 2 cycles Pembro and GVD and a new PET scan 

showed complete metabolic response in June 2024.

He received high dose chemotherapy with stem cell support in July 2024. 

After engraftment and demission from stem cell ward he proceeded to 

radiotherapy and then to consolidative pembrolizumab for 6 months.



Agenda:

• Salvagetherapy at first relapse:

➢Radiotherapy

➢BV +/- chemotherapy

➢CPI

• Consolidation after stem cell transplant:

➢AETHERA

➢CPI

• Later treatment lines:

➢CPI vs BV

➢CPI combinations

• Allogenic stem cell transplant:

➢New data



Allogenic TX in R/R Hodgkin Lymphoma

EBMT retrospective anaylsis of 2204 patients from 1990 to 2014:

➢ Number increaed over time including Haplo-TX

➢ RIC > MAC in last decade

➢ More chemosensitive disease before TX

BMT 2020 Sureda
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