
When Life Gives 
you Lymphoma 
Karen Hoff, PharmD | PGY2 Oncology Resident 
Megan Wolff, PharmD | PGY2 Oncology Resident
Atrium Health Wake Forest Baptist
10/16/2025



Disclosure

The planner(s) and speaker(s) have indicated 
that there are no relevant financial relationship 
with any ineligible companies to disclose.



Learning Objectives 

At the end of this session, learners should be able to:
• Recall current NCCN 2025 guideline updates regarding immune 

checkpoint inhibitors in first - line and relapsed classical Hodgkin 
lymphoma

• Outline efficacy, response rates, and toxicity profiles of PD - 1–based 
regimens versus traditional chemotherapy in Hodgkin lymphoma

• Interpret clinical trial evidence to inform individualized patient treatment 
choices

• Select guideline - recommended strategies to real - world cases via 
clinical debate and audience response



Outline

Background

Early - Stage Disease Management

Advanced - Stage Disease Management

Relapsed or Refractory Disease Management

Key Takeaways



Abbreviation Key
• CBC: complete blood count
• CHL: classical Hodgkin 

lymphoma
• CMP: complete metabolic 

panel
• CNS: central nervous system
• CR: complete remission
• CT: computed tomography
• ECOG: Eastern Cooperative 

Oncology Group
• EF: ejection fraction
• EOT: end of treatment

• ESR: erythrocyte 

sedimentation rate
• FDG: fluorodeoxyglucose
• FNA: fine needle aspirate
• GCSF: granulocyte colony 

stimulating factor
• HIV: human 

immunodeficiency virus
• HL: Hodgkin Lymphoma 
• ICI: immune checkpoint 

inhibitor
• ILD: interstitial lung disease
• ISRT: involved - site radiation 

therapy
• LDH: lactate dehydrogenase

• LFT: liver function tests
• MRI: magnetic resonance 

imaging
• OS: overall survival
• PET: positron emission 

tomography
• PFS: progression - free survival
• PFT: pulmonary function tests
• RT: radiation therapy
• SCT: stem cell transplant
• TREA: treatment - related 

adverse event
• WBC : white blood cell



Background



Hodgkin Lymphoma

● Rare cancer of the lymphatic s ys te m  

● Orig in a te s  fro m  a b n o rm a l B lymphocytes

● Hallmark: Reed –Sternberg cells

● Bim o d a l a g e  d is trib u tio n : yo u n g  a d u lts  & 

o ld e r a d u lts

NCI PDQ 20 25 ; An s e ll SM, Am J Hematol 20 24



Originates from 
g e rm in a l c e n te r B c e lls

Pathophysiology 

Infiltrating T cells, 
macrophages, 

eosinophils

Reed –Sternberg cells 
drive disease via 
cytokine release

Immune evasion 
mechanisms 

(PD- 1/PD- L1 pathway)

Immune dysregulation 
& “B symptoms”

Ansell SM, Am J Hematol 20 24 ; NCI PDQ 20 25



Lymphadenopathy
Painless, rubbery, 

cervical/supraclavicular 
most common

Clinical Presentation

Other symptoms
Fatigue, pruritus, 

alcohol - induced pain

“B symptoms”
Fever, drenching night 

sweats, weight loss (>10% in 
6 mo )

Advanced disease
Splenomegaly, 

hepatomegaly, mediastinal 
mass, extranodal sites (rare)

NCI PDQ 2025; Ansell SM, Am J Hematol 20 24



Hodgkin Lymphoma 
Patient Work-up

Imaging
• Diagnostic CT
• Chest x - ray
• FDG- PET/CT skull 

base to mid - thigh
• MRI of select sites
• FDG- PET/MRI skull 

base to mid - thigh
• Echocardiogram

Labs
• CBC with differential
• ESR
• CMP, LDH, LFTs
• HIV testing
• Pregnancy test
• PFTs
• Hepatitis B & C 

testing

Biopsy
• Core needle/FNA
• Excisional
• Bone marrow 
• Immunohisto -

chemistry 
evaluation



Staging & Risk Classification

Stage Bulky Mediastinal Disease or
> 10 cm Adenopathy

ESR > 50 or
# Sites > 3 Type

IA/IIA

No No Favorable Disease

No Yes Favorable/Unfavorable Disease

Yes Yes/No Unfavorable Disease

IB/IIB Yes/No Yes/No Unfavorable Disease

III-IV Yes/No N/A Advanced Disease

NCCN Clinical Practice Guidelines in Oncology ( NCCN Guidelines ®) fo r Ho d g kin  Lym p h o m a  V.2.20 25 .



Risk Factors

Unfavorable Risk Factors

• Age ≥ 50

• ESR a n d  B s ym p to m s
• Me d ia s tin a l m a s s
• Nu m b e r o f n o d a l s ite s  > 2- 3
• E le s io n
• Bu lky

International Prognostic 
Score (IPS)

• Alb u m in  <4  g / d L
• He m o g lo b in  <10 .5  g / d L
• Ma le
• Ag e  ≥ 4 5  ye a rs
• Sta g e  IV d is e a s e
• WBC ≥ 15 ,000 / m m 3

• Lym p h o c yte  c o u n t <6 00 / m m 3 a n d / o r 
<8 % o f WBC c o u n t

NCCN Clin ic a l Pra c tic e  Gu id e lin e s  in  On c o lo g y (NCCN Guidelines ®) fo r Ho d g kin  Lym p h o m a  V.2.20 25 .



Timeline of Eviden

AVBD
Becomes standard 

regimen

Auto-sct
Autologous SCT 

became standard for 
relapsed/refractory CHL

Monoclonal antibodies
Brentuximab vedotin

developed for 
relapse/refractory CHL

ICIs
PD- 1 inhibitors 
approved for 

relapse/refractory CHL

1970s-
1980s

1990s-
2000s 2000s 2010s



Stage Ris k 
Fe a tu re s  

In te n s ity 
a n d  RT 

u s e  

How Staging Guides The

PET- adaptation: Interim PET guides de - /escalation 

NCCN v1.20 25 ; RATHL NEJ M 20 16 ; RAPID NEJ M 20 15 ; H10  J CO 20 14 ; ASCO Po s t 20 25



Defining Stage Groups in Hodgkin Ly

Early- stage favorable 
(I– II)

• Limited to 1 –2 nodal regions (may include 
contiguous extranodal disease)

• Favorable: n o  b u lky d is e a s e , n o  B s ym p to m s , ≤2 
s ite s

• Unfavorable: b u lky m e d ia s tin a l m a s s , e xtra n o d a l
d is e a s e , B s ym p to m s , >2 s ite s

Ad va n c e d  ( III– IV) In vo lve s  b o th  s id e s  o f d ia p h ra g m  o r d is s e m in a te d  
e xtra  n o d a l d is e a s e

Re la p s e d  /  Re fra c to ry 
(R/ R)

• Relapsed : d is e a s e  re tu rn s  a fte r in it ia l re m is s io n
• Refractory : d is e a s e  p ro g re s s e s  d u rin g  o r rig h t 

a fte r fro n tlin e  th e ra p y
NCCN v1.20 25 ; RATHL NEJ M 20 16 ; RAPID NEJ M 20 15 ; H10  J CO 20 14 ; ASCO Po s t 20 25



Treatment Guideline

Early / Limited - Stage 
(I – II)

• Favorable : 2–4 cycles ABVD ٪ ISRT 
• Consider PET - adapted de - escalation (omit 

bleomycin after negative PET - 2)
• Unfavorable : 4 cycles ABVD or PET- adapted programs 

with ISRTfor bulky/residual disease
• Emerging PD - 1 + AVD

NCCN. Hodgkin Lymphoma. v1.2025.



Treatment Guideline

Advanced - Stage (III – IV)

• Preferred first - line (2024 – 2025 updates):
• Nivolumab - AVD (category 1; superior PFS 

vs BV- AVD; better tolerated)
• BrECADD (PET- adapted, strong PFS with 

lower toxicity vs eBEACOPP; give G - CSF) 
NCCN. Hodgkin Lymphoma. v1.2025.



Treatment Guideline

Relapsed / Refractory

• Transplant - eligible: PD- 1- or BV- based salvage 
→ auto - HCT → consolidation (BV o r PD- 1 in  
s e le c te d  c a s e s )

• Transplant - ineligible / post - auto - HCT: PD- 1 
inhibitor (p e m b ro  o r n ivo )  ٪ BV/ c o m b o ; in te g ra te  
p a llia tive  ISRT fo r s ym p to m a tic  s ite s

NCCN. Hodgkin Lymphoma. v1.2025.



Chemotherapy Regimens & Key T

RATHL NEJM 2016; ECHELON- 1 NEJM 2022; HD18 Lancet Oncol 2019; NCCN v1.2025

ABVD: Pulmonary toxicity (bleomycin), cardiotoxicity (doxorubicin), neuropathy (vinblastine) n a u s e a , m ye lo s u p p re s s io n

AVD (o m it b le o m yc in ) : Re d u c e d  p u lm o n a ry ris k (n o  b le o m yc in ) , b u t re ta in s  d o xo ru b ic in  c a rd io to xic ity a n d  
n e u ro p a th y (vin b la s tin e )

BV+AVD: Peripheral neuropathy, neutropenia → requires G-CSF support

Es c a la te d  BEACOPP/ BrECADD: Myelosuppression, infertility risk, secondary malignancies, higher acute toxicity burden



Immune Check Point Inhibitors  

CHL is characterized by overexpression of PD - L1/PD- L2 on 
Reed- Sternberg cells

•Leads to immune evasion

PD- 1 blockade restores antitumor T - cell activity

Two PD- 1 inhibitors approved for use in CHL

•Nivolumab ( Opdivo ®)
•Pembrolizumab (Keytruda®)

Immune - related adverse events ( irAEs) most commonly 
affect the skin, GI tract, liver, and endocrine organs

Optimal sequencing and combination of ICIs with 
chemotherapy, brentuximab vedotin, and SCT are active 
areas of research

Meti N, et al. Cancers . 20 18 .



Immune-Related Adverse Events (IRAE)

Relatively delayed onset

Inflammatory and autoimmune

Can mimic known autoimmune 
diseases

May take longer to see responses vs 
chemotherapy

Incidence (high to low) - "LEGS" 
a c ro n ym

• Live r
• En d o c rin e
• GI
• Skin

Yo n g - Zh e  H, e t a l. World J Clin Ca s e s . 20 23. 11(7) : 14 5 8 - 14 6 6 .



Managing IRAs

CTCAE 
Grade Level of Care Steroids Other Immunosuppressive 

Drugs

Immunotherapy 
& Subsequent 

Approach

1 Outpatient Not recommended Not recommended Continue

2 Outpatient
Topical or PO 

systemic steroids 0.5 -
1 mg/kg/day

Not recommended Temporarily hold

3 Inpatient
PO or IV systemic 

steroids 1 - 2 
mg/kg/day

Consider if symptoms resolve 
with 3 - 5 days of steroids. 
Organ specialist advised.

Hold, risk/benefit 
discussion

4 Inpatient, 
intensive care

IV methylprednisolone 
1- 2 mg/kg/day

Consider if symptoms resolve 
with 3 - 5 days of steroids. 
Organ specialist advised.

Discontinue 
permanently

Schneider BJ, et al. J Clin Oncol . 20 21. 39 :4 0 73- 4 126 .
NCCN Guidelines ® fo r Ma n a g e m e n t o f Im m u n o th e ra p y- Re la te d  To xic itie s . V.1.20 25 .



Nivolumab (Opdivo®)
FDA approval in 2016 for CHL that has relapsed or progressed after auto - SCT and 
brentuximab vedotin

MOA : Ig G4  m o n o c lo n a l a n tib o d y b in d s  PD- 1 re c e p to r a n d  b lo c ks  its  in te ra c tio n  with  PD- L1 
a n d  PD- L2, re le a s in g  th e  in h ib it io n  o f th e  im m u n e  re s p o n s e

Dosing

• 24 0  m g  IV o n c e  e ve ry 2 we e ks
• 4 8 0  m g  IV o n c e  e ve ry 4  we e ks

Adverse Effects : in fu s io n - re la te d  re a c tio n s , e m b ryo - fe ta l to xic ity, fa tig u e , c o n s tip a tio n , 
d e c re a s e d  a p p e tite , b a c k p a in , a rth ra lg ia , u p p e r re s p ira to ry tra c t  in fe c tio n , h e a d a c h e



Pembrolizumab (Keytrud®)
FDA approval in 2017 for adults and children with refractory CHL or who had relapsed after 
≥ 3 prior therapies 

MOA : b in d s  PD- 1 re c e p to r a n d  b lo c ks  in te ra c tio n  with  PD- L1 a n d  PD- L2, re le a s in g  in h ib it io n  
o f im m u n e  re s p o n s e  in c lu d in g  th e  a n ti- tu m o r im m u n e  re s p o n s e

Dosing

• 200  m g  o n c e  e ve ry 3 we e ks
• 4 00  m g  o n c e  e ve ry 6  we e ks

Adverse Effects : in fu s io n - re la te d  re a c tio n s , e m b ryo - fe ta l to xic ity, fa tig u e , m u s c u lo s ke le ta l 
p a in , d e c re a s e d  a p p e tite , p ru ritu s , GI u p s e t, a b d o m in a l p a in , c o u g h , d ys p n e a



Other Considerations: Fertility Eff  
Chemotherapy 

• Alkylating agents → h ig h e s t ris k 
o f g o n a d o to xic ity

• ABVD re la tive ly lo we r ris k 
c o m p a re d  to  ICE

• Options : s p e rm  b a n kin g , 
o o c yte / e m b ryo  
c ryo p re s e rva tio n  p rio r to  
tre a tm e n t

Immunotherapy

• Lim ite d  d a ta  o n  fe rt ility; 
c h e c kp o in t in h ib ito rs  m a y a ffe c t  
re p ro d u c tive  h o rm o n e s  via  
e n d o c rin e  im m u n e - re la te d  
a d ve rs e  e ve n ts  ( e x: 
h yp o p h ys it is , th yro id it is )

Ke y p o in t: Im m u n o th e ra p y is  g e n e ra lly u s e d  with c h e m o th e ra p y in  Ho d g kin  
lym p h o m a , n o t a s  s in g le - a g e n t th e ra p y



Other Considerations: C  

Chemotherapy 

• Generally lower drug 
acquisition cost, but 
hospitalization and 
supportive care can increase 
total expense

• ~$15,000–20,000 per cycle

Immunotherapy

• Substantially more expensive 
upfront; long - term value tied 
to improved remission 
durability and reduced late 
toxicities

• ~$10,000–12,000 per dose 
(every 2 –3 weeks)



Other Considerations: Sequencing With Im

Frontline use 
(with chemotherapy)

• Now guideline -
preferred in 
advanced - stage 
disease

• Potential to reduce 
exposure to more 
toxic regimens

Pre- transplant 
(salvage setting)

• Can improve depth 
of response before 
autologous SCT

• May shift timing of 
transplant or reduce 
chemo intensity

Post - transplant 
(relapse/refractory)

• Option for patients 
relapsing after 
auto - SCT

• Often used to 
bridge to allogeneic 
SCT in select cases

Key challenge: Determining optimal timing ( fro n tlin e  vs  p re / p o s t SCT)  to  b a la n c e  
e ffic a c y, d u ra b ility, a n d  to xic ity



Assessment Question #1

A. Cytopenias, nausea, alopecia
B. Peripheral neuropathy, 

infusion reactions
C. Always mild, self - limiting
D. Thyroiditis, pneumonitis, colitis

Which set of 
toxicities is most 
consistent with 

immune 
checkpoint 
inhibitors 

compared to 
chemotherapy?



Assessment Question #1

A. Cytopenias, nausea, alopecia
B. Peripheral neuropathy, infusion 

reactions
C. Always mild, self - limiting
D. Thyroiditis, pneumonitis, colitis

Wh ic h  s e t o f 
to xic itie s  is  m o s t 
c o n s is te n t with  

im m u n e  
c h e c kp o in t 
in h ib ito rs  

c o m p a re d  to  
c h e m o th e ra p y?



Early Stage



Timeline of Eviden

Chemotherapy
Chemotherapy ±

radiation 

NIVAHL
Nivolumab in front - line 
therapy for early - stage 

unfavorable disease

KEYNOTE
Multiple early - phase 

frontline pembrolizumab 
studies

Ongoing Trials
Focusing on radiation - sparing 
or chemo - sparing approaches 

in early - stage disease

1970s-
2010s 2020 ~2023 2024-

present



Treatment Guideline

Early / Limited - Stage 
(I – II)

• Favorable : 2–4 cycles ABVD ٪ ISRT 
• Consider PET - adapted de - escalation (omit 

bleomycin after negative PET - 2)
• Unfavorable : 4 cycles ABVD or PET- adapted programs 

with ISRTfor bulky/residual disease
• Emerging PD - 1 + AVD

NCCN. Hodgkin Lymphoma. v1.2025.



ABVD
Agent (Brand) Dosing (cycle = 28 days) Key Pharmacokinetics Key Adverse Effects

Doxorubicin 
(Adriamycin®) 25 mg/m² IV Days 1 & 15 Hepatic metabolism (CYP450), 

biliary excretion

Myelosuppression, 
cardiotoxicity (cumulative 
dose), mucositis, alopecia, 
extravasation risk

Bleomycin 
(Blenoxane ®) 10 units/m² IV Days 1 & 15 Renal clearance; minimal hepatic 

metabolism;

Pulmonary fibrosis (dose -
limiting), mucocutaneous 
reactions, fever/chills, 
anaphylaxis

Vinblastine 
(Velban ®) 6 mg/m² IV Days 1 & 15 Hepatic metabolism (CYP3A4); 

biliary excretion

Myelosuppression, peripheral 
neuropathy, 
constipation/ileus, SIADH

Dacarbazine 
(DTIC- Dome®) 375 mg/m² IV Days 1 & 15 Hepatic metabolism (CYP1A2, 

CYP2E1); renal clearance

Severe nausea/vomiting, 
myelosuppression, 
hepatotoxicity, flu - like 
syndrome, photosensitivity



ICIs in early stage disease

Standard First -
Line Therapy

• ABVD ٪ ISRT
• High cure rates
• Established efficacy

Limitations of 
Traditional 

Therapy
• Long - term toxicities 
• Desire for more 

targeted therapy

Immune 
Checkpoint 
Inhibitors

• Investigated in 
combination with 
AVD for frontline 
treatment

• Potential for reduced 
chemotherapy 
exposure and 
toxicity



HD11Trial
Engert A, et al. J Clin Oncol. 2010 ;28 (27) :4 19 9 - 4 206 .

Omission of RT in Early - Stage Unfavorable HL
Study 
Purpose

To  e va lu a te  th e  o p tim a l c h e m o th e ra p y b a c kb o n e  (ABVD vs  BEACOPPb a s e lin e )  a n d  
RT d o s e  (20  Gy vs  30  Gy)  in  e a rly- s ta g e  u n fa vo ra b le  Ho d g kin  lym p h o m a

Trial Design Ph a s e  III, m u ltic e n te r, ra n d o m ize d

Intervention

• 4  a rm s :
• 4  c yc le s  ABVD +  30  Gy RT
• 4  c yc le s  ABVD +  20  Gy RT
• 4  c yc le s  BEACOPP b a s e lin e  +  30  Gy RT
• 4  c yc le s  BEACOPP b a s e lin e  +  20  Gy RT

Selection 
Criteria

In c lu s io n
• Ag e  16 – 75  ye a rs
• His to lo g ic a lly c o n firm e d  HL
• Ea rly- s ta g e  u n fa vo ra b le  fe a tu re s
• ECOG p e rfo rm a n c e  s ta tu s  0– 2

Exc lu s io n
• Sta g e  III– IV d is e a s e
• Prio r HL th e ra p y
• Pre g n a n c y o r la c ta tio n
• Se ve re  c o m o rb id it ie s  p re c lu d in g  

c h e m o / RT

Population • n  =  1,39 5 ; Me d ia n  a g e : ~37 ye a rs
• ~52% m a le



Omission of RT in Early - Stage Favorable HL

Primary 
Outcomes

Freedom from Treatment Failure (FFTF)
• 5- year FFTF:

• ABVD + 30 Gy = 85.8%
• ABVD + 20 Gy = 85.4%
• BEACOPP + 30 Gy = 87.1%
• BEACOPP + 20 Gy = 86.0%

• No significant differences between arms

Secondary 
Outcomes

• Overall Survival (OS): 5- year OS ~95% across all groups (no significant difference)
• Toxicity: BEACOPP had more hematologic toxicity; ABVD better tolerated
• RT dose: 20 Gy noninferior to 30 Gy

Author’s 
Conclusion

4 cycles ABVD + 20 Gy IFRT = optimal balance of efficacy and safety in early - stage 
unfavorable HL

Higher RT dose and BEACOPP did not improve outcomes, but increased toxicity

HD11Trial
Engert A, et al. J Clin Oncol. 2010 ;28 (27) :4 19 9 - 4 206 .



NivAHLTrial
Bröckelmann PJ, et al. JAMA Oncol . 2021.

Early Response to First - Line Anti - PD- 1 Treatment in Hodgkin Lymphoma

Study 
Purpose

To  e va lu a te  e ffic a c y o f 2 e xp e rim e n ta l n ivo lu m a b - b a s e d  firs t- lin e  tre a tm e n t 
s tra te g ie s  in  p a tie n ts  with  e a rly- s ta g e  u n fa vo ra b le  CHL

Trial Design Op e n - la b e l, m u ltic e n te r, p h a s e  2 ra n d o m ize d  (1:1)  c lin ic a l tria l

Intervention
• Co n c o m ita n t tre a tm e n t with  4  c yc le s  o f n ivo lu m a b  a n d  AVD (N- AVD)
• Se q u e n tia l tre a tm e n t with  4  d o s e s  o f n ivo lu m a b , 2 c yc le s  o f N- AVD, a n d  2 c yc le s  

o f AVD a t s ta n d a rd  d o s e s , fo llo we d  b y 30 - Gy in vo lve d - s ite  ra d io th e ra p y

Selection 
Criteria

In c lu s io n
• Ag e d  18 - 6 0  ye a rs
• Ne wly d ia g n o s e d  CHL o f e a rly- s ta g e  

u n fa vo ra b le  ris k b y GHSG c rite ria

Exc lu s io n
• Sta g e  IIb  with  la rg e  m e d ia s tin a l 

m a s s  a n d / o r e xtra n o d a l d is e a s e

Population

• Me d ia n  a g e  o f 27
• Ma jo rity o f p a tie n ts  (6 0%)  we re  fe m a le
• Ma jo rity o f p a tie n ts  (75%)  we re  s ta g e  IIa
• Ma jo rity o f p a tie n ts  (6 6 %)  h a d  b u lky d is e a s e  (≥ 5c m  in  la rg e s t  d ia m e te r)



Early Response to First - Line Anti - PD- 1 Treatment in Hodgkin Lymphoma

Primary 
Outcomes

CR rate after end of study
• Concomitant group: 90% (95% CI, 79 - 97%)
• Sequential group: 94% (95% CI, 84 - 99%)

Secondary 
Outcomes

12- month PFS :
• Concomitant group: 100%
• Sequential group: 98% (95% CI, 95 - 100%)
12- month OS : 100% in both treatment groups
Most common any grade TRAEs : anemia, leukopenia, nausea, vomiting, 
hepatobiliary/pancreatic disorders, skin disorders
Most common Grade 3/4 TRAEs : leukopenia

Author’s 
Conclusion

Both N - AVD strategies proved feasible and highly effective providing excellent 12 -
month PFS with early, durable responses and unexpectedly high interim CR rates after 
only 4 doses of nivolumab

NivAHL Trial
Voltin CA, et al. Clin Cancer Res . 2021.



Assessment Question #2

A. ABVD
B. ABVD + ISRT
C. N- AVD
D. Nivolumab 

monotherapy

KB is a 32- year - old female diagnosed with 
early - stage unfavorable classical Hodgkin 
lymphoma. They have bulky mediastinal 
disease, but no B symptoms. Their past 

medical history includes seasonal 
allergies, severe asthma, and 

hypertension. Which therapy would be the 
most appropriate first - line therapy for KB?



Assessment Question #2

A. ABVD
B. ABVD + ISRT
C. N- AVD
D. Nivo lu m a b  

m o n o th e ra p y

KB is  a  32- ye a r- o ld  fe m a le  d ia g n o s e d  with  
e a rly- s ta g e  u n fa vo ra b le  c la s s ic a l Ho d g kin  
lym p h o m a . Th e y h a ve  b u lky m e d ia s tin a l 
d is e a s e , b u t n o  B s ym p to m s . Th e ir p a s t  

m e d ic a l h is to ry in c lu d e s  s e a s o n a l 
a lle rg ie s , s e ve re  a s th m a , a n d  

h yp e rte n s io n . Wh ic h  th e ra p y wo u ld  b e  th e  
m o s t a p p ro p ria te  firs t- lin e  th e ra p y fo r KB?



Advanced Stage



Timeline of Eviden

Chemotherapy 
backbone

ABVD backbone, 
escalated to BEACOPP

Brentuximab 
Vedotin

Integrated into ABVD to 
become BV - AVD

Nivolumab
FDA- approval for 

relapsed/refractory 
CHL

Pembrolizumab
FDA- approval for 

relapsed/refractory 
CHL

1970s-
2000s 2010s 2016 2017



Treatment Guideline

Advanced - Stage (III – IV)

• Preferred first - line (2024 – 2025 updates):
• Nivolumab - AVD (category 1; superior PFS 

vs BV- AVD; better tolerated)
• BrECADD (PET- adapted, strong PFS with 

lower toxicity vs eBEACOPP; give G - CSF) 
NCCN. Hodgkin Lymphoma. v1.2025.



RATHL Trial
Johnson et al, NEJM 2016 (RATHL trial)

Response - Adapted Therapy in Advanced Hodgkin Lymphoma

Study 
Purpose

To  d e te rm in e  wh e th e r omitting bleomycin a fte r a  n e g a tive  in te rim  PET s c a n  in  
p a tie n ts  re c e ivin g  ABVD c o m p ro m is e s  tre a tm e n t e ffic a c y wh ile  re d u c in g  p u lm o n a ry 
to xic ity

Trial Design Op e n - la b e l, m u ltic e n te r, p h a s e  3 ra n d o m ize d  c lin ic a l tria l

Intervention

• All p a tie n ts : 2 c yc le s  o f ABVD → in te rim  PET a fte r 2 c yc le s  
• PET- n e g a tive  (~8 4 % o f p ts ) : ra n d o m ize d  to  c o n tin u e  ABVD (with  b le o m yc in )  vs  

AVD (o m it b le o m yc in )  fo r 4  m o re  c yc le s
• PET- p o s it ive  (~16 % o f p ts ) : e s c a la te d  to  BEACOPP (n o t ra n d o m ize d )

Selection 
Criteria

In c lu s io n
• Ag e d  18 - 8 0  ye a rs
• His to lo g ic a lly c o n firm e d  c la s s ic a l Ho d g kin  

lym p h o m a
• Ad va n c e d  s ta g e  ( IIB with  b u lk, III, o r IV)
• ECOG 0 – 2

Exc lu s io n
• Prio r c h e m o th e ra p y o r ra d io th e ra p y
• Sig n ific a n t c o m o rb id itie s  p re c lu d in g  

a n th ra c yc lin e  o r b le o m yc in  u s e
• CNS in vo lve m e n t

Population
• N =  1214  p a tie n ts  with  p re vio u s ly u n tre a te d , a d va n c e d - s ta g e  ( IIB– IV)  HL
• Me d ia n  a g e : 32 ye a rs

6 0% h d   III/ IV d i



Response - Adapted Therapy in Advanced Hodgkin Lymphoma

Primary 
Outcomes

3- year PFS:
• ABVD arm = 85.7% (95% CI, 82.1 –88.6)
• AVD arm = 84.4% (95% CI, 80.7 –87.5)
• HR: 1.13 (95% CI, 0.81–1.57) → n o n - in fe rio r

Secondary 
Outcomes

3- ye a r OS
• ABVD: 9 7.2% (9 5 % CI, 9 5 .1– 9 8 .4 )  vs  AVD: 9 7.6 % (9 5 % CI, 9 5 .6 – 9 8 .7)
• No  s ig n ific a n t d iffe re n c e
Pu lm o n a ry to xic ity
• ABVD: 7% vs  AVD: 3%
• p  =  0 .0 1
PET- p o s itive  g ro u p  (n  ≈ 172, 16 % o f s tu d y) :
• Switc h e d  to  e s c a la te d  BEACOPP
• 3- ye a r PFS: ~6 7.5 % (9 5 % CI, 5 9 – 75 )
• Im p ro ve d  c o m p a re d  to  h is to ric a l ABVD o u tc o m e s  in  PET- p o s itive  p a tie n ts

Author’s 
Conclusion

Fo r PET- n e g a tive  p a tie n ts  a fte r 2 c yc le s  o f ABVD, d ro p p in g  b le o m yc in  is  s a fe ; p re s e rve s  
PFS/ OS a n d  re d u c e s  p u lm o n a ry to xic ity

RATHL Trial 
Johnson et al, NEJM 2016 (RATHL trial)



BV-AVD
Agent (Brand) Dosing (cycle = 

28 days) Key Pharmacokinetics Key Adverse Effects

Brentuximab 
vedotin
(Adcetris ®)

1.2 mg/kg IV Days 1 
& 15

Antibody –drug conjugate 
(anti - CD30 mAb linked to 
MMAE); catabolized via 
proteolysis; MMAE 
metabolized by CYP3A4/5

Peripheral neuropathy 
(dose - limiting), neutropenia, 
infusion reactions, 
progressive multifocal 
leukoencephalopathy (rare)

Doxorubicin 
(Adriamycin®)

25 mg/m² IV Days 
1 & 15

Hepatic metabolism 
(CYP450), biliary excretion

Myelosuppression, 
cardiotoxicity (cumulative 
dose), mucositis, alopecia, 
extravasation risk

Vinblastine 
(Velban ®)

6 mg/m² IV Days 1 
& 15

Hepatic metabolism 
(CYP3A4); biliary excretion

Myelosuppression, 
neuropathy, 
constipation/ileus, SIADH

Dacarbazine 
(DTIC- Dome®)

375 mg/m² IV 
Days 1 & 15

Hepatic metabolism 
(CYP1A2, CYP2E1); renal 
clearance

Severe nausea/vomiting, 
myelosuppression, 
hepatotoxicity, flu - like 
syndrome, photosensitivity



ECHELON-1 Trial
Ansell SM et al, NEJM 2022 (ECHELON- 1 trial)

Brentuximab vedotin with chemotherapy for stage III or IV Hodgkin’s lymphoma

Study Purpose
To  d e te rm in e  wh e th e r b re n tu xim a b  ve d o tin +  AVD (BV+AVD)  im p ro ve s  e ffic a c y c o m p a re d  
to  ABVD in  p re vio u s ly u n tre a te d  p a tie n ts  with  a d va n c e d  ( s ta g e  III– IV)  c la s s ic a l Ho d g kin  
lym p h o m a

Trial Design Op e n - la b e l, in te rn a tio n a l m u ltic e n te r, p h a s e  3 ra n d o m ize d  c lin ic a l tria l

Intervention

• BV+AVD a rm : b re n tu xim a b  ve d o tin 1.2 m g / kg  IV d 1,15  +  d o xo ru b ic in  25  m g / m ² IV d 1,15  +  
vin b la s tin e  6  m g / m ² IV d 1,15  +  d a c a rb a zin e  375  m g / m ² IV d 1,15  e ve ry 28  d a ys  × 6  c yc le s  
(G- CSF p ro p h yla xis  re c o m m e n d e d )

• ABVD a rm : s ta n d a rd  ABVD × 6  c yc le s

Selection 
Criteria

In c lu s io n
• Ag e  ≥18  ye a rs
• His to lo g ic a lly c o n firm e d  s ta g e  III o r IV 

c la s s ic a l HL
• ECOG 0 – 2

Exc lu s io n
• Prio r HL th e ra p y
• Pe rip h e ra l n e u ro p a th y g ra d e  ≥2
• CNS in vo lve m e n t
• Pre g n a n t o r b re a s tfe e d in g

Population

• Me d ia n  a g e : ~36  ye a rs
• 5 8 % s ta g e  IV d is e a s e
• ~6 0 % h a d  In te rn a tio n a l Pro g n o s tic  Sc o re  ( IPS)  0 – 2; re m a in d e r h ig h e r ris k
• Ba la n c e d  b a s e lin e  c h a ra c te ris tic s  b e twe e n  a rm s



Brentuximab vedotin with chemotherapy for stage III or IV Hodgkin’s lymphoma

Primary 
Outcomes

2- yr mPFS
• BV+AVD: 82.1% (95% CI, 79.1–84.7)
• ABVD: 77.2% (95% CI, 73.9–80.2)
• HR 0.77 (95% CI, 0.60–0.98); p = 0.03

Secondary 
Outcomes

OS (6 - yr update)
• BV+AVD: 93.9% (95% CI, 92.0 –95.4)
• ABVD: 89.4% (95% CI, 87.0–91.4)
• HR 0.59 (95% CI, 0.40 –0.88); p = 0.009
Toxicity
• Pulmonary events: higher with ABVD (bleomycin - related)
• Neuropathy: higher with BV+AVD (peripheral neuropathy, mostly reversible)
• Neutropenia: more frequent with BV+AVD → m itig a te d  b y m a n d a to ry G- CSF p ro p h yla xis  

in  p ro to c o l a m e n d m e n t

Author’s 
Conclusion

BV+AVD s ig n ific a n tly im p ro ve d  PFS a n d  OS vs  ABVD in  s ta g e  III– IV HL. To xic ity p ro file  d iffe rs : 
p u lm o n a ry to xic ity a vo id e d , b u t n e u ro p a th y a n d  n e u tro p e n ia  in c re a s e d

ECHELON-1 Trial
Ansell SM et al, NEJM 2022 (ECHELON- 1 trial)



BrECADD
Agent (Brand) Dosing (cycle = 21 days) Key Pharmacokinetics Key Adverse Effects

Brentuximab vedotin
(Adcetris®) 1.8 mg/kg IV Day 1

Antibody–drug conjugate (anti-CD30 
mAb + MMAE); catabolized via 
proteolysis; MMAE metabolized by 
CYP3A4

Peripheral neuropathy, 
neutropenia, infusion 
reactions, rare PML

Etoposide 
(Toposar®) 200 mg/m² IV Days 2–4 Hepatic metabolism (CYP3A4); 

biliary/renal excretion
Myelosuppression, mucositis, 
alopecia, secondary leukemias

Cyclophosphamide 
(Cytoxan®) 1250 mg/m² IV Day 2 Prodrug; hepatic metabolism 

(CYP2B6/3A4); renal excretion

Myelosuppression, 
hemorrhagic cystitis, infertility, 
secondary malignancy

Doxorubicin 
(Adriamycin®) 40 mg/m² IV Day 2 Hepatic metabolism; biliary excretion Cardiotoxicity, mucositis, 

alopecia, extravasation

Dacarbazine 
(DTIC-Dome®) 250 mg/m² IV Days 2–4 Hepatic metabolism (CYP1A2/2E1); 

renal clearance

Severe nausea/vomiting, 
myelosuppression, 
hepatotoxicity, flu-like 
syndrome

Dexamethasone 40 mg PO/IV Days 1–4 Hepatic metabolism (CYP3A4); 
renal/biliary excretion

Hyperglycemia, 
immunosuppression, mood 
changes, insomnia



HD21 Trial
Ansell SM et al, NEJM 2022 (ECHELON- 1 trial)

BrECADD vs escalated BEACOPP in patients with advanced - stage classical Hodgkin lymphoma

Study 
Purpose

To  d e te rm in e  if BrECADD is  n o n - in fe rio r (o r s u p e rio r)  to  e s c a la te d  BEACOPP (e BEACOPP)  fo r 
a d va n c e d - s ta g e  c la s s ic a l HL, with  th e  g o a l o f m a in ta in in g  e ffic a c y wh ile  re d u c in g  to xic ity

Trial Design Op e n - la b e l, in te rn a tio n a l m u ltic e n te r, p h a s e  3 ra n d o m ize d  1:1 c lin ic a l tria l

Intervention

• BrECADD: Bre n tu xim a b  ve d o tin +  Eto p o s id e  +  Cyc lo p h o s p h a m id e  +  Do xo ru b ic in  +  
Da c a rb a zin e  +  De xa m e th a s o n e  (21- d a y c yc le s  × 4 – 6 )

• e BEACOPP: Sta n d a rd  GHSG e s c a la te d  BEACOPP × 4 – 6  c yc le s
• Bo th  a rm s  PET- a d a p te d  a fte r 2 c yc le s

Selection 
Criteria

In c lu s io n
• Ag e  18 – 6 0  ye a rs
• Ne wly d ia g n o s e d  c la s s ic a l HL, s ta g e  IIB b u lky, 

III, o r IV
• ECOG ≤2

Exc lu s io n
• Prio r c h e m o  o r ra d io th e ra p y fo r HL
• Ma jo r o rg a n  d ys fu n c tio n  p re c lu d in g  

in te n s ive  c h e m o
• Pre g n a n c y/ b re a s tfe e d in g

Population

• Me d ia n  a g e : ~31 ye a rs
• 5 4 % m a le
• All h a d  a d va n c e d - s ta g e  d is e a s e  ( IIB b u lky, III, IV)
• Ma jo rity h a d  In te rn a tio n a l Pro g n o s tic  Sc o re  ( IPS)  ≥3



BrECADD vs escalated BEACOPP in patients with advanced - stage classical Hodgkin lymphoma

Primary 
Outcomes

PFS at 3 years:
• BrECADD: 94.9% vs eBEACOPP: 92.3%
• HR = 0.66 (95% CI, 0.44 –0.99) → BrECADD s u p e rio r
TRMB a t 1 ye a r:
• BrECADD: 4 2% vs  e BEACOPP: 5 9 %
• Ab s o lu te  re d u c tio n : 17 p e rc e n ta g e  p o in ts  (p <0 .0 0 0 1)

Secondary 
Outcomes

OS a t 3 ye a rs : ~9 8 % in  b o th  g ro u p s  (n o  s ig n ific a n t d iffe re n c e )

To xic ity:
• BrECADD h a d  le s s  g ra d e  ≥3 h e m a to lo g ic  to xic ity a n d  fe we r in fe rtility/ s e c o n d a ry 

m a lig n a n c y s ig n a ls
• Hig h e r ra te s  o f p e rip h e ra l n e u ro p a th y ( e xp e c te d  fro m  BV)

Author’s 
Conclusion

BrECADD is  s u p e rio r to  e BEACOPP in  te rm s  o f PFS a n d  s ig n ific a n tly re d u c e s  tre a tm e n t- re la te d  
m o rb id ity. It  p ro vid e s  a  n e w s ta n d a rd  o f c a re  fo r a d va n c e d  HL, e s p e c ia lly in  yo u n g e r, h ig h -
ris k p a tie n ts . Su p p o rts  a  s h ift a wa y fro m  tra d itio n a l BEACOPP to wa rd  BV- b a s e d  re g im e n s  in  
th e  fro n tlin e  s e ttin g

HD21 Trial
Ansell SM et al, NEJM 2022 (ECHELON- 1 trial)



ICIs in Advanced stage disease
PD- 1 inhibitors (nivolumab and pembrolizumab) are now 
established for advanced - stage CHL

Emerging frontline strategies

• PD- 1 inhibitors in combination with AVD show promise in untreated advanced - stage 
disease

• Potential to reduce chemotherapy intensity while maintaining efficacy

Therapy goal to maximize disease control and minimize long - term 
toxicity



S1826
Herrera AF, et al. NEJM. 2024 .

Nivolumab + AVD in Advanced - Stage Classic Hodgkin’s Lymphoma

Study 
Purpose

To  e va lu a te  n ivo lu m a b  c o m b in e d  with  AVD ve rs u s  BV- AVD in  a d o le s c e n t a n d  a d u lt  
p a tie n ts  with  n e wly d ia g n o s e d  s ta g e  III o r IV CHL

Trial Design Ph a s e  3, m u ltic e n te r, o p e n - la b e l, ra n d o m ize d  tria l

Intervention
• Bre n tu xim a b  ve d o tin  +  AVD (BV- AVD)
• Nivo lu m a b  +  AVD (N- AVD)
• Pre s p e c ifie d  p a tie n ts  c o u ld  re c e ive  ra d ia tio n  th e ra p y

Selection 
Criteria

In c lu s io n
• Ag e s  ≥ 12 ye a rs
• Sta g e  III o r IV n e wly d ia g n o s e d  CHL
• Zu b ro d  p e rfo rm a n c e  s ta tu s  0 - 2

Exc lu s io n
• Ac tive  a u to im m u n e  d is e a s e
• Pre - e xis tin g  in te rs tit ia l lu n g  d is e a s e
• ≥ Gra d e  2 p e rip h e ra l n e u ro p a th y

Population

• Me d ia n  a g e  27 ye a r ( ra n g e  12- 8 3)
• Ma jo rity we re  m a le s  (55%)
• Ma jo rity h a d  s ta g e  IV d is e a s e  - 6 2% in  N- AVD a n d  6 5% in  BV- AVD
• Bu lky d is e a s e  (≥ 10  c m )  p re s e n t in  – 32% N- AVD a n d  26 % BV- AVD



Nivolumab + AVD in Advanced - Stage Classic Hodgkin’s Lymphoma

Primary 
Outcomes

2- year PFS
• N- AVD: 92% (95% CI, 89- 94%)
• BV- AVD: 83% (95% CI, 79- 86%)
• HR for disease progression or death was 0.45 (95% CI, 0.30 - 0.65)

Secondary 
Outcomes

2- year OS
• 99% in N- AVD vs 98% in BV- AVD
• HR for death was 0.39 (95% CI, 0.15 - 1.03)
TRAEs
• N- AVD: more neutropenia compared to BV - AVD
• BV- AVD: more frequent peripheral neuropathy, febrile neutropenia, and infections
• BV- AVD also had higher rates of treatment discontinuation 

Author’s 
Conclusion

N- AVD resulted in longer progression - free survival and better side - effect profile than 
BV- AVD in adolescents and adults with stage III or IV advanced - stage CHL.

S1826
Herrera AF, et al. NEJM. 2024 .



Pembro+ AVD in Untreated CHL
Lynch R, et al. Blood . 2023.

Concurrent Pembrolizumab with AVD for Untreated Classic Hodgkin Lymphoma

Study 
Purpose

To  e va lu a te  th e  s a fe ty, fe a s ib ility, a n d  e ffic a c y o f c o n c u rre n t p e m b ro lizu m a b  with  AVD 
in  u n tre a te d  CHL, a n d  c o m p a re  its  e ffic ie n c y with  s e q u e n tia l a p p ro a c h e s

Trial Design Sin g le - c e n te r, o p e n - la b e l, in ve s tig a to r- in it ia te d  c lin ic a l tria l

Intervention

AVD o n  d a ys  1 a n d  15  o f a  28 - d a y c yc le
• Do xo ru b ic in  25  m g / m 2

• Vin b la s tin e  6  m g / m 2

• Da c a rb a zin e  375  m g / m 2

Pe m b ro lizu m a b  200  m g  g ive n  e ve ry 21 d a ys  s ta rt in g  o n  c yc le  1 d a y 1

Selection 
Criteria

In c lu s io n :
• An y s ta g e  o f CHL, n o  p rio r tre a tm e n t
• Me a s u ra b le  d is e a s e
• ECOG p e rfo rm a n c e  s ta tu s  0 - 1
• EF ≥ 50%, a d e q u a te  o rg a n  fu n c tio n

Exc lu s io n :
• Au to im m u n e  d is e a s e
• Pn e u m o n itis  o r ILD re q u irin g  s te ro id s  o r 

s u p p le m e n ta l o xyg e n

Population Me d ia n  a g e  wa s  33 ye a rs , 6 0% we re  fe m a le , a n d  6 0% we re  in  a d va n c e d  s ta g e  (N= 6 0)



Pembro+ AVD in Untreated CHL
Lynch R, et al. Blood . 2023.

Concurrent Pembrolizumab with AVD for Untreated Classic Hodgkin Lymphoma

Primary 
Outcomes

Sa fe ty a n d  to le ra b ility o f 2 c yc le s
• Mo s t c o m m o n  TRAE(s ) : n e u tro p e n ia , a n e m ia , c o n s tip a tio n , n a u s e a , ALT e le va tio n
• Mo s t c o m m o n  Gra d e  3/ 4  TRAE(s ) : n e u tro p e n ia , fe b rile  n e u tro p e n ia
• No  d e a th s  we re  o b s e rve d  in  a n y s tu d y p a tie n t d u rin g  tre a tm e n t o r fo llo w- u p
• No  tre a tm e n t d e la ys  > 21 d a ys  d u rin g  firs t  2 c yc le s

Secondary 
Outcomes

Effic a c y
• ORR s h o wn  o n  PET2/ CT: 100%
• CR ra te  s h o wn  o n  PET2/ CT: 6 6 %
• CR a t EOT: 8 2%
• 2- ye a r PFS: 9 7% (9 5% CI, 9 0 - 100%)
• 2- ye a r OS: 100%

Author’s 
Conclusion

Co n c u rre n t p e m b ro lizu m a b  a n d  AVD is  a  t im e - e ffic ie n t fro n tlin e  o p tio n  fo r CHL with  
p ro m is in g  s a fe ty a n d  e ffic ie n c y



Assessment Question #3

A. A 28- year - old female, stage IVB HL, no 
comorbidities, good performance status

B. A 62- year - old male, stage IIIB HL, with 
severe rheumatoid arthritis on 
immunosuppressants

C. A 35- year - old male, stage IIIB HL, with 
bulky mediastinal disease and normal 
organ function

D. A 45 - year - old female, stage IV HL, with a 
remote kidney transplant on low - dose 
prednisone

According to the 2025 NCCN 
Guidelines for advanced -
stage classical Hodgkin 

lymphoma, BV+AVD or PD - 1 
inhibitor –based therapy are 
frontline preferred regimens. 

In which of the following 
patients would ABVD remain 
a reasonable initial choice?



Assessment Question #3

A. A 28- year - old female, stage IVB HL, no 
comorbidities, good performance status

B. A 62- year - old male, stage IIIB HL, with 
severe rheumatoid arthritis on 
immunosuppressants

C. A 35 - ye a r- o ld  m a le , s ta g e  IIIB HL, with  
b u lky m e d ia s tin a l d is e a s e  a n d  n o rm a l 
o rg a n  fu n c tio n

D. A 4 5 - ye a r- o ld  fe m a le , s ta g e  IV HL, with  a  
re m o te  kid n e y tra n s p la n t o n  lo w- d o s e  
p re d n is o n e

Ac c o rd in g  to  th e  20 25  NCCN 
Gu id e lin e s  fo r a d va n c e d -
s ta g e  c la s s ic a l Ho d g kin  

lym p h o m a , BV+AVD o r PD- 1 
in h ib ito r– b a s e d  th e ra p y a re  
fro n tlin e  p re fe rre d  re g im e n s . 

In  wh ic h  o f th e  fo llo win g  
p a tie n ts  wo u ld  ABVD re m a in  
a  re a s o n a b le  in it ia l c h o ic e ?



Relapse Stage



Treatment Pathway in Relapsed/Refractory H

Salvage 
Chemotherapy
• BV- ICE: brentuximab 

vedotin + ICE; bridge to 
ASCT

• Pembro - GVD: 
pembrolizumab + GVD

• Other regimens: ICE, 
DHAP, GDP (historical)

• Goal: disease control 

Autologous Stem 
Cell Transplant
• Curative intent in 

eligible patients

Post- ASCT 
Options
• PD- 1 inhibitors

(n ivo lu m a b , 
p e m b ro lizu m a b )  if 
re la p s e  a fte r ASCT/ BV

• Clinical trials / novel 
combinations



BV-ICE Regimen –21 Days

Drug Typical Dose Notes / Key Toxicities
Brentuximab 
vedotin 1.8 mg/kg IV day 1 Peripheral neuropathy, 

cytopenias

Ifosfamide 5 g/m² IV over 24 h day 2 (with 
mesna uroprotection )

Neurotoxicity, nephrotoxicity, 
hemorrhagic cystitis

Carboplatin AUC 5 IV day 2 Myelosuppression, 
nephrotoxicity, nausea

Etoposide 100 mg/m² IV days 1 –3 Myelosuppression, mucositis, 
alopecia



nivolumab
BV- Nivo

• Salvage therapy with brentuximab 
vedotin (BV) + nivolumab ( nivo ) in 
the relapsed/refractory setting

• Alternative to chemotherapy - based 
salvage thearpy

• Well tolerated and provides durable 
remission

• Estimated PFS at 3 years for patients 
who go on to auto - SCT 91%

NICE

• Nivolumab + ifosfamide + 
carboplatin + etoposide (NICE) 
salvage therapy and bridge to 
auto - SCT

• Well tolerated and effective with a 
high CR

• Estimate 2 - year PFS for patients 
bridged to auto - SCT 94%

Advani RH, et al. Blood . 20 21; 138 : 4 27- 4 38 .
Me i MG, e t a l. Blood . 20 22; 139 : 36 0 5 - 36 16 .



pembrolizumab
Pembro - GVD

• Pembrolizumab (Pembro)+ 
gemcitabine + vinorelbine + 
liposomal doxorubicin (GVD)

• Acceptable tolerability and 
compatible with outpatient 
administration

• Efficient bridge to auto - SCT
• Promising option for patients 

previously treated with BV

ICE- Pembrolizumab

• Ifosfamide + carboplatin + 
etoposide (ICE) + 
pembrolizumab

• Well tolerated and effective 
relapse/refractory CHL therapy

• Results in high CR and is 
appropriate for bridge to auto -
SCT

Moskowitz AJ, et al. J Clin Oncol . 20 21; 39 : 310 9 - 3117.
Brya n  LJ , e t a l. JAMA Oncol . 20 23; 9 : 6 8 3- 6 9 1.



Pembro-GVD Regimen –21 Days

Drug Typical Dose Notes / Key Toxicities

Pembrolizumab 200 mg IV day 1
Immune - related adverse events 
(colitis, pneumonitis, hepatitis, 
endocrinopathies)

Gemcitabine 1,000 mg/m² IV days 1 & 8 Myelosuppression, 
transaminase elevation

Vinorelbine 20 mg/m² IV days 1 & 8 Neuropathy, neutropenia, 
constipation

Liposomal doxorubicin 15 mg/m² IV days 1 & 8 Hand - foot syndrome, mucositis, 
cardiotoxicity



Checkpoint Inhibitor Sequencing & 
Transplant Considerations

Setting Response Data Key Considerations

Checkpoint inhibitor used 
upfront
(nivo - AVD in frontline)

Salvage with PD - 1 inhibitors 
may have lower ORR/CR vs 
CPI- naïve patients

Efficacy attenuated after 
prior CPI exposure; 
consider BV - or chemo -
based salvage

Checkpoint inhibitor used 
salvage 
(pembro - GVD)

ORR ~80–85%, CR ~70–80% 
in CPI- naïve R/R HL

High activity, well 
tolerated, effective bridge 
to auto - SCT

Checkpoint inhibitor near 
transplant

Pre- auto - SCT: generally 
safe with monitoring; Pre -
allo - SCT: ↑ GVHD ris k if u s e d  
with in  6 – 8  we e ks

Gu id e lin e s  s u g g e s t 
wa s h o u t p e rio d  (≥6 – 12 
wks )  b e fo re  a llo - SCT to  
re d u c e  GVHD

Moskowitz AJ, J Clin Oncol. 2021
Bryan LJ, JAMA Oncol. 2023
Herrera AF, Blood Adv. 2023



Assessment Question #4

A. To provide long - term disease control 
without the need for further therapy

B. To bridge patients to autologous stem cell 
transplant by inducing remission and 
enabling stem cell collection

C. To replace the use of brentuximab - vedotin
and PD - 1 inhibitors in modern practice

D. To minimize long - term toxicities compared 
to immunotherapy

What is the 
primary role of 

salvage 
chemotherapy in 
relapsed/refracto

ry Hodgkin 
lymphoma?



Assessment Question #4

A. To provide long - term disease control 
without the need for further therapy

B. To bridge patients to autologous stem cell 
transplant by inducing remission and 
enabling stem cell collection

C. To  re p la c e  th e  u s e  o f b re n tu xim a b - ve d o tin
a n d  PD- 1 in h ib ito rs  in  m o d e rn  p ra c tic e

D. To  m in im ize  lo n g - te rm  to xic itie s  c o m p a re d  
to  im m u n o th e ra p y

Wh a t is  th e  
p rim a ry ro le  o f 

s a lva g e  
c h e m o th e ra p y in  
re la p s e d / re fra c to

ry Ho d g kin  
lym p h o m a ?



Summary/Conclusions



Chemo Take-Away Points 

ABVD 

• Pulmonary toxicity 
(bleomycin) 

• Consider omit B if 
PET- neg after 2 cycles 

BV+AVD

•Peripheral neuropathy 
• G- CSF recommended 

Escalated BrECADD

• Myelosuppression
•Infections
•Infertility Risk

All anthracycline -
containing regimens 

•Cardiotoxicity; 
baseline EF and risk 
modification



Role of Nivolumab in Hodgkins Ly

Historically

• Used in relapsed or refractory 
setting

• CHL that has relapsed or 
progressed after auto - SCT and 
brentuximab vedotin

• After ≥ 3 lines of systemic 

th e ra p y, in c lu d in g  a u to - SCT

Expanded Role

• Be c o m in g  a  p re fe rre d  firs t- lin e  
o p tio n  in  c o m b in a tio n  with  
c h e m o th e ra p y

• NIVAHL Tria l d e m o n s tra te d  e a rly 
e ffic a c y in  2 d iffe re n t n ivo lu m a b -
b a s e d  tre a tm e n t s tra te g ie s

• S18 26  Tria l s h o we d  N- AVD to  
h a ve  g re a te r e ffic a c y th a n  BV-
AVD



Role of Pembrolizumab in Hodgkins L

Historically

• Used in relapsed or 
refractory setting

• Monotherapy after failing ≥ 

2 lin e s  o f th e ra p y
• De m o n s tra te s  h ig h  o ve ra ll 

re s p o n s e  ra te s  in  
p re vio u s ly tre a te d  CHL

Expanded Role

• Se q u e n tia l u s e  with  AVD in  u n tre a te d , 
a d va n c e d - s ta g e  CHL h a s  s h o wn  c o m p le te  
re s p o n s e  a n d  d u ra b le  re m is s io n s

• Co n c u rre n t u s e  with  AVD h a d  p ro m is in g  
c o m p le te  re s p o n s e  ra te s  a n d  p ro g re s s io n -
fre e  s u rviva l

• On g o in g  tria ls  a re  e va lu a tin g  o p tim a l 
s e q u e n c in g  a n d  d u ra tio n  fo r u s e  in  fro n tlin e  
th e ra p y



Overall Summar
Early - Stage HL (I – II)

• ABVD backbone remains standard
• NCCN 2025 : Nivolumab + AVD is now a Category 1 option in selected early - stage patients (especially 

unfavorable or high - risk features)

Advanced - Stage HL (III – IV)

• Historical regimens : ABVD, BV- AVD
• NCCN 2025: Nivolumab + AVD = Category 1 preferred frontline

Relapsed/Refractory HL

• Salvage chemotherapy → bridge to ASCT
• PD- 1 in h ib ito rs  h ig h ly a c tive  in  p o s t- ASCT 

Other Considerations

• Fertility preservation : c ritic a l d is c u s s io n  fo r yo u n g  p a tie n ts
• Cost/access : im m u n o th e ra p ie s  s ig n ific a n tly h ig h e r u p fro n t e xp e n s e
• Lo n g - te rm  to xic itie s  ( c h e m o  vs  im m u n o th e ra p y)  in flu e n c e  tre a tm e n t p la n n in g



Questions Left to be Answ

Role of 
immunotherapy 

in early stage 
favorable

Immunotherapy 
in high - risk 
populations

Sequencing of 
immunotherapy 

upfront & in 
relapse
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