N195n1 Hodgkin lymphoma (HL)

YILIUNNETAUWIA 71818197
ANUNIA N IASNLTIINEI

MAITSEme Tranguiaqriainsal

Aauad HL
1. Classical Hodgkin lymphoma (CHL) Wi Reed-Sternberg cell kaz CD15+, CD30+ sznaudiag
* Nodular sclerosis : W‘]_Imﬂﬁlzgm
* Mixed-cellularity
* Lymphocyte-rich
« Lymphocyte-depleted : miwmﬂiﬂﬁ?mmﬁqm
2. Nodular lymphocyte predominant Hodgkin lymphoma (NLPHL) Wil Lymphocytic histiocytic cells
ANBULWMNAY popcorn BaT CD15-, CD30- Wi CD20+ ([AaqiL B-cell non-Hodgkin lymphoma) Nzisa
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complete response (CR), event-free survival (EFS) as overall survival (OS) ﬁz};ﬂﬂdﬂ“’m (ﬁﬁm’lﬁ"wﬁ 1)
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* ABVD = Adriamycin + Bleomycin + Vinblastine + Dacarbazine

» MOPP = Mechlorethamine + Oncovin (Vincristine) + Procarbazine + Prednisolone

» COPP = Cyclophosphamide + Oncovin (Vincristine) + Procarbazine + Prednisolone

* BEACOPP = Bleomycin + Etoposide + Adriamycin + Cyclophosphamide + Oncovin (Vincristine)
+ Procarbazine + Prednisolone

« Stanford V (MOP-ABVE) = Mechlorethamine + Oncovin (Vincristine) + Prednisolone +
Adriamycin + Bleomycin + Vinblastine + Etoposide

Tutlsewealnadianlainsu i T8 procarbazine 138 mechlorethamine tlwiu i1l ABVD 1lugss
Fenfianunsalienldprufaunsmauaunnnsinenlduniige dviugreenduansldlugionin

* ABVE = Adriamycin + Bleomycin + Vincristine + Etoposide

* ABVE-PC = Adriamycin + Bleomycin + Vincristine + Etoposide + Prednisolone +
Cyclophosphamide

* MIED = Methotrexate + Ifosfamide + Etoposide + Dexamathasone
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. wl,unai: « Favorable stage 1-2 (no bulky, no B symptoms, ESR < 50, sites < 3)
» Unfavorable stage 1-2
« Stage 3-4
* NLPHL, favorable stage 1-2

. AN * Low risk: stage 1-2 (no bullky, no B symptoms)

* Intermediate risk: other stages

* High risk: stage 3B LLla¢ 4B

* NLPHL
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I1UA9E GHSG HD14 a71ld14m3 escalated BEACOPP 2 cycles + ABVD 2 cycles $9uri1 IFRT 30 Gy 1
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« Non-bulky stage 1-2 : Stanford V 8 weeks + IFRT 30 Gy’

Stanford V 8 weeks + INRT 20 Gy (@f;_uiELumu?Jf%’ﬂ)(M)

« Others : Stanford V 12 weeks + IFRT 36 Gy (bulky 2 5 cm, macroscopic splenic disease)™
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* NENANIALNENTU (CCG: 13993 bulky, hilar, > 3 sites, GPOH: {398 extranodal)

» gATLANTINTIRGNSTY (CCG: COPP-ABV 4c, GPOH: O(P/E)PA 2c)

« suuL913qFeU (CCG: randomized, GPOH: non-randomized)
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AN9197 1: AnEuzae9 NLPHL wiauifiansy CHL

Adult (GHSG HD4-12") Pediatric (CCG 5942°)

NLPHL CHL NLPHL CHL
Stage 1-4 1-4 1-4 1-4
Number of patients 394 7,904 82 744
Low risk group 63% 22% 81% 30%

* No B symptoms 91% 60% 98% 72%

* No bulky disease 69% 45% 93% 83%

- S 2 sites 72% 45% - -

* No ESR elevation 96% 55% - -

* No extranodal disease 94% 86% - -
Complete response 88% 82% 81% 30%
Event-free survival 88% 82% 81% 30%
Overall survival 96% 92% 81% 30%

NLPHL = nodular lymphocyte predominant Hodgkin lymphoma; CHL = classical Hodgkin lymphoma
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AN 2: LANUNLATINNLNNTRNETNA L‘].E‘EJ‘]JLV]E]‘UT]U@’]EIN@LWEN@E]’NL@EIQ Iuﬂ@]ll favorable stage 1-2

EORTC H7-F® EORTC H8-F® GHSG HD7"” swoG s9133""
Number of patients 333 542 650 348
Arm 1 CT+IFRT CT+IFRT CT+EFRT CT+STNI
Arm 2 STNI STNI EFRT STNI
Chemotherapy EBVP 6¢c MOPP-ABV 3¢ ABVD 2c AV 3c
Radiation (Gy) 36-40 36-40 30-40 36-40
Event-free survival 88, 78% (Sig) 98, 74% (Sig) 88, 67% (Sig) 94, 81% (Sig)
Overall survival 92, 92% 97, 92% (Sig) 94, 92% NS

CT = chemotherapy; ¢ = cycles; IFRT = involved-field radiation; EFRT = extended-field radiation; STNI =
subtotal nodal irradiation; EBVP = Epirubicin + Bleomycin + Vinblastine + Prednisolone; MOPP-ABV =
Mechlorethamine + Oncovin + Procarbazine + Prednisolone + Adriamycin + Bleomycin + Vinblastine;

ABVD = Adriamycin + Bleomycin + Vinblastine + Dacarbazine; AV = Adriamycin + Vinblastine



A919% 3: diNTadNAUNIeRd nraumauiueitinTmesatiaunen Tungu favorable stage 1-2

EORTC Ho-F"” EORTC H10-F™ RAPID"
Number of patients 783 381 (iPET-) 420 (iPET-)
Arm 1 CT 6¢c + IFRT 36 Gy CT 3c + INRT 30 Gy CT 3c + IFRT
Arm 2 CT 6¢ + IFRT 20 Gy CT 4c CT 3c
Arm 3 CT 6¢c - -
Chemotherapy EBVP ABVD ABVD
Event-free survival 87, 84, 70% (Sig) 100, 95% (Sig) 94, 91%
Overall survival 98, 98, 98% - 97, 99%

iPET- = Negative interim PET scan; CT = chemotherapy; ¢ = cycles; IFRT = involved-field radiation; INRT
= involved-node radiation; EBVP = Epirubicin + Bleomycin + Vinblastine + Prednisolone; ABVD =

Adriamycin + Bleomycin + Vinblastine + Dacarbazine



AN519% 4: AnIN193N®1 ABVD 4 cycles $anfiL IFRT 30 Gy lungu unfavorable stage 1-2

EORTC H7-U® EORTC H8-U® EORTC H9-U"?EORTC H10-U"
Number of patients 389 996 808 519
Arm 1 MOPP-ABV 6c  MOPP-ABV 6¢c ABVD 6c ABVD 4c
Arm 2 EBVP 6¢ MOPP-ABV 4c  ABVD 4c ABVD 6c
Arm 3 - - BEACOPP 4c -
Radiation (Gy) IFRT 36-40  IFRT36-40  IFRT 30 INRT 30
Event-free survival 88, 68% (Sig) 84, 88% 94,89,91% 97, 95% (Sig)
Overall survival 88, 78% (Sig) 88, 85% 96,95,93% -

¢ = cycles; IFRT = involved-field radiation; INRT = involved-node radiation; EBVP = Epirubicin +
Bleomycin + Vinblastine + Prednisolone; MOPP-ABV = Mechlorethamine + Oncovin + Procarbazine +
Prednisolone + Adriamycin + Bleomycin + Vinblastine; ABVD = Adriamycin + Bleomycin + Vinblastine +
Dacarbazine; BEACOPP = Bleomycin + Etoposide + Adriamycin + Cyclophosphamide + Oncovin +

Procarbazine + Prednisolone



597 5: gAIN133NEI ABVD 6-8 cycles lungu stage 3-4

(21)

22)

(23)

CALGB 8251 ltalian’ EORTC 20012
Number of patients 361 331 549
Arm 1 ABVD 6-8c ABVD 6-8c ABVD 8c
Arm 2 MOPP-ABVD 12c BEACOPP esc4+4c BEACOPP esc4+4c
Arm 3 MOPP 6-8c - -
Event-free survival 61, 65, 50% (Sig) 71, 78% 64, 69%
Overall survival 73, 75, 66% (Sig) 84, 89% 87,90%

¢ = cycles; ABVD = Adriamycin + Bleomycin + Vinblastine + Dacarbazine; MOPP-ABVD =

Mechlorethamine + Oncovin + Procarbazine + Prednisolone alternating with Adriamycin + Bleomycin +

Vinblastine + Dacarbazine; BEACOPP esc4+4 = Bleomycin + Etoposide + Adriamycin +

Cyclophosphamide + Oncovin + Procarbazine + Prednisolone (escalated 4 cycles + baseline 4 cycles)



AN519% 6: 4RIN33N1" Stanford V nfFauiiieuii ABVD 6-8 cycles Tungu bulky stage 1-2 uaz stage 3-4

36) 37) 38)

UK NCRI ECOG C2496' ltalian HD9601"
Number of patients 520 812 334
Arm 1 Stanford V 12 wk Stanford V 12 wk Stanford V 12 wk
Arm 2 ABVD 6-8c ABVD 6-8c ABVD 6-8c
Arm 3 - - MOPP-EBV-CAD 6¢
Progression-free survival 74, 76% 71, 74% 49, 75, 74% (Sig)
Stanford V (RT vs no RT) - - 49 (76, 33%)
Overall survival 92, 90% 88, 88% 89, 87, 80%

¢ = cycles; Stanford V (MOP-ABVE) = Mechlorethamine + Oncovin + Prednisolone + Adriamycin +
Bleomycin + Vinblastine + Etoposide; ABVD = Adriamycin + Bleomycin + Vinblastine + Dacarbazine;
MOPP-EBV-CAD = Mechlorethamine + Oncovin + Procarbazine + Prednisolone + Epirubicin + Bleomycin

+ Vinblastine + Lomustine + Adriamycin + Vindesine



A1579% 7: Risk-adapted treatment Tugftlaendn

Risk group Chemotherapy Radiation dose * Boost to
Stanford®  low VAMP 4c IFRT 15 Gy 25.5 Gy
POG 9226*”  low ABVE 4c IFRT 25.5 Gy -
sFop 82*"  low ABVD/MOPP or ABVD 4c IFRT 20 Gy 40 Gy
int, high ABVD/MOPP 6¢ EFRT 20 Gy 40 Gy
DAL HD90“?  low O(P/E)PA 2c rIFRT 25 Gy 30-35 Gy
int O(P/E)PA 2c + COPP 2¢ rIFRT 25 Gy 30-35 Gy
high O(P/E)PA 2¢ + COPP 4c rIFRT 20 Gy 30-35 Gy
GPOH HD95™ low O(P/E)PA 2¢ rIFRT 20 Gy 30-35 Gy
int O(P/E)PA 2c + COPP 2¢ rIFRT 20 Gy 30-35 Gy
high O(P/E)PA 2¢ + COPP 4c rIFRT 20 Gy 30-35 Gy
GPOH HD2002*" low O(P/E)PA 2¢ rIFRT 19.8 Gy 30-35 Gy
int O(P/E)PA 2c + COP(P/D) 2c  rIFRT 19.8 Gy 30-35 Gy
high O(P/E)PA 2c + COP(P/D) 4c  rIFRT 19.8 Gy 30-35 Gy
CCG 5942"Y  low COPP-ABV 4c IFRT 21 Gy 35 Gy
int COPP-ABV 6¢ IFRT 21 Gy 35 Gy
high cycle A/B/C 6c¢ IFRT 21 Gy 35 Gy

¢ = cycles; IFRT = involved-field radiation; rIFRT = reduced IFRT; EFRT = extended-field radiation; VAMP

= Vinblastine + Adriamycin + Methotrexate + Prednisolone; ABVE = Adriamycin + Bleomycin + Vincristine

+ Etoposide; ABVD-MOPP = Adriamycin + Bleomycin + Vinblastine + Dacarbazine alternating with

Mechlorethamine + Oncovin + Procarbazine + Prednisolone; ABVD = Adriamycin + Bleomycin +

Vinblastine + Dacarbazine; O(P/E)PA = Oncovin + Prednisolone + Procarbazine (female) or Etoposide

(male) + Prednisolone + Adriamycin; COPP = Cyclophosphamide + Oncovin + Prednisolone +

Procarbazine; COP(P/D) = Cyclophosphamide + Oncovin + Prednisolone + Procarbazine (female) or

Dacarbazine (male); COPP-ABV = Cyclophosphamide + Oncovin + Prednisolone + Procarbazine +

Adriamycin + Bleomycin + Vinblastine; cycle A/B/C = Cytarabine + Etoposide alternating with COPP-ABV

alternating with Methylprednisolone + Adriamycin + Cyclophosphamide + Oncovin + Prednisolone



A157199 8: Response-adapted treatment Tugilagfinnguanui@ssn

POG 9426"” us“’ COG AHOD-0431“Y
Number of patients 255 55 287
Timing of interim PET scan 2C 2C 1c
Arm 1 (RER) ABVE 2c+IFRT 25.5Gy VAMP 4c AVPD 3c
Arm 2 (SER) ABVE 4c+IFRT 25.5Gy VAMP 4c+IFRT 25.5Gy AVPC 3c+IFRT 21 Gy
RER 45% 53% 64%
Event-free survival 87, 85% 89, 88% 80, 88%
Overall survival 97, 96% 100, 100% -

¢ = cycles; IFRT = involved-field radiation; RER = rapid early response; SER = slow early response;
ABVE = Adriamycin + Bleomycin + Vincristine + Etoposide; VAMP = Vinblastine + Adriamycin +

Methotrexate + Prednisolone; AVPC = Adriamycin + Vincristine + Prednisolone + Cyclophosphamide



M151991 9: Response-adapted treatment TugUaaannguAnudentiunanniegs

POG 9425 COG AHOD-0031®"

Risk group int, high int
Number of patients 216 1,712
Timing of interim PET scan 3c 2C
RER: Arm 1 ABVE-PC 3c + IFRT 21Gy ABVE-PC 4c

Arm 2 - ABVE-PC 4c + IFRT 21Gy
SER: Arm 1 ABVE-PC 5c¢ + IFRT 21Gy ABVE-PC 4c + IFRT 21 Gy

Arm 2 - ABVE-PC 4c + DECA 2c + IFRT 21 Gy
RER 63% 74%
Event-free survival RER 86% SER 83% RER 85, 88%  SER 76,80%
Overall survival RER 95% SER 95% RER 99% SER 97%

¢ = cycles; IFRT = involved-field radiation; RER = rapid early response; SER = slow early response;
ABVE-PC = Adriamycin + Bleomycin + Vincristine + Etoposide + Prednisolone + Cyclophosphamide;

DECA = Dexamathasone + Etoposide + Cisplatin + Ara-C (Cytarabine)



A151991 10: @3135n195n1Elae Hodgkin lymphoma vy

Favorable stage 1-2 Unfavorable stage 1-2 Stage 3-4

Radiation alone STNI 30-36 Gy - -
(NLPHL = IFRT)

ABVD alone 4-6 cycles 4-6 cycles (no X) -
ABVD + IFRT 2-4 cycles 4-6 cycles 6-8 cycles
+ 20-30 Gy + 30 Gy +30 Gy (PR, X)
escBEACOPP + IFRT - 2 cycles + ABVD 2 cycles 6 cycles
+ 30 Gy + 30 Gy (PR)

Stanford V + IFRT Nonbulky stage 1-2: Stanford V 8 weeks + 30 Gy

Others: Stanford V 12 weeks + 36 Gy (2 5 cm, splenic disease)

NLPHL = nodular lymphocyte predominant Hodgkin lymphoma; STNI = subtotal nodal irradiation; IFRT =
involved-field radiation; ABVD = Adriamycin + Bleomycin + Vinblastine + Dacarbazine; escBEACOPP =
escalattion of Bleomycin + Etoposide + Adriamycin + Cyclophosphamide + Oncovin + Procarbazine +
Prednisolone; Stanford V (MOP-ABVE) = Mechlorethamine + Oncovin + Prednisolone + Adriamycin +

Bleomycin + Vinblastine + Etoposide; PR = partial response; X = bulky disease



A151991 11: @3135n195nELlae Hodgkin lymphoma tin

NENANNLAENAT nguANNLAEsunansags
Chemotherapy alone NLPHL: 4 cycles NLPHL: 4 cycles

early CR: 4 cycles early CR: 4-6 cycles
Chemotherapy + IFRT 2-4 cycles 4-6 cycles

+ 15-25 Gy + 15-25 Gy
Chemotherapy regimen ABVE, AVPC ABVE-PC

VAMP -

O(P/E)PA O(P/E)PA + COPP

COPP-ABV COPP-ABV

NLPHL = nodular lymphocyte predominant Hodgkin lymphoma; CR = complete response; IFRT =
involved-field radiation; ABVE = Adriamycin + Bleomycin + Vincristine + Etoposide; ABVE-PC =
Adriamycin + Bleomycin + Vincristine + Etoposide + Prednisolone + Cyclophosphamide; AVPC =
Adriamycin + Vincristine + Prednisolone + Cyclophosphamide; VAMP = Vinblastine + Adriamycin +
Methotrexate + Prednisolone; O(P/E)PA = Oncovin + Prednisolone + Procarbazine (female) or Etoposide
(male) + Prednisolone + Adriamycin; COPP = Cyclophosphamide + Oncovin + Prednisolone +
Procarbazine; COPP-ABV = Cyclophosphamide + Oncovin + Prednisolone + Procarbazine + Adriamycin

+ Bleomycin + Vinblastine



