AXTyaJIbHbIE BOIIPOCHI JICUECHUS
ITAM(POMBI XOMKKHHA.
[ lonyIaiMoOHHbBIN aHAINU3

KarmianoB K. /1. oTaenenue remaronoruu
Bonarorpaackoro OKO/ N1
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IIporaocTuueckasi MoJaeJb AJs
pacnpocTpaHeHHbIX cTaagun JIX —
MeKaYHAPOAHBIA MPOTrHOCTUYECKHAHN HHIEKC

IlepBoin atamn uccinenosanusa. M1 u ero
napameTpsl B yciaoBussx BEACOPP-tepanuu.
COOCTBEHHBIM ONBIT U aHAJINU3 JTUTEPATYPHI.

OOHOBJICHHBIC JJAHHBIC C YY€TOM U3MECHCHMUS
IIPOTrHOCTUYECKOU MOAEIIH

3HaYeHHUE OUOJIOTHUECKUX MapkepoB U [19T-
TAHHBIX

[1oxuible OOIBHBIC C KapAUaabHOU U
yJIbMOHAJILHON KOMOPOHUITHOCTBIO



«... it is important to realize that prediction is very uncertain for the
individual patient. Statements of probability can be made, but even these
will be more accurate for groups of patients than for individuals. »

... BAYXHO NMOHATb, YTO NPOrHO3 BECbMa He onpeaeneH ana
KOHKPETHOro nauueHTta. leknapuposaHue BepoaTHOCcTEU 6bonee
NPUMEHMUMO ANA FPyNn NaLUeHToB, Yem ANnA Gusnyeckux auu,.

A. Engert, S. Horning «Hodgkin lymphoma»

«...Although the IPS continues to be widely used, it may no longer
accurately reflect the outcome of patients with advanced-stage HL. Since
the original publication of this scoring system, outcome inpatients treated
with ABVD has significantly improved. »

... MIMWU wnMpoKo pacnpocTtpaHeH B NPaKTUKe, HO HeA0CTaTOYHO OTpaXkaeTt
pe3ynbratbl Tepanuu pacnpoctpaHeHHou J1IX. Co BpemeHM OpUrMHaNbHOMU
nybanMKauum, pesynbraTtbl ie4eHUA Yy NauMeHToB, noayyaswmnx ABVD
3HAYUTE/IbHO YNYYLUUAUCD.

Alden A. Moccia, Jane Donaldson, Mukesh Chhanabhai et al. / International
Prognostic Score in Advanced-Stage Hodgkin’s Lymphoma: Altered Utility in the
Modern Era // J. of Clinical Oncology. — 2012. — Vol. 30. — p. 3383 - 3388



[IporHocTudecKkue rpymnmnsl JIJIs
BBIOOpA TEpaNnu

NPOMHOCTHYECKME rPYnnkel

GHSG

EORTC/GELA

PaHHME CTa MM,
SnaronpuMATHEIA NpOoOrHo3

PaHHME CTao MM,
HebnaronpHATHRIA NPOrHo:

Cragrik I-ll, Gea paxkTopom
pHCKa

Cragrim -1l c danTopasK pHMcKa
C oEAaE D, Ho Bes A M B
daKTOpOE pMCHa

Crague |-, nopaseHMe Bhille
Avadparsel, Sez dbaxkTopoe
EBHCKa

Crague 1=, nopaseH e Bhille
Auadparmed, © OHMM MM
Gonee GaKTOpDOE PHMCKS

PacnpocrpadHe HHBIE CTa 0 MK — Craase -1
Ctanuu -1l ¢ A w B darkTopanas
pacKa,
Cranmia HI-1V /

anTopbhl pucxa [(BP):

A — pMaccHOAOE T AoCTe HMe ™
B — craama E
C —wyeoropeHHe CO3**
D — = 3 obnacraer
A TS EC KX

A — pmaccHBHOE CpeaocTeH e *

B — poapact = 50 neT

C —yoxHopeHue OS5

O — = 4 oGnacteiE
nUMipaTHHECHKMX

HOmme KT OO e

HOAAeKTOROBR

GHSG —German Hodgkin’s Lymphoma Study Group — MNepamadcHEanA Mpynna no [dIyyae HH b s ombl

X0 O HEH A H3

EQORTC/GELA — European Organization for Recearch and Treatment of Cancer) Groupe

d'Etude des Lymphomes de FPAdult — Eepone ickan OpradHHMIanMa No MIyHasHMID M NedaHiEiD

paka/Mpynna No MaydeHkie armdom v Bapocnbix

*NMacCHBHOE CRPEOOCTE HME — MaKCHMANLHBIA gUameTp onyxonn Sonee 13 gvamerpa

MAKCHMANBHOND AHAMETPa TPY.OHORA KAETHI Ha NPAMOA PEHTreHoOrpammme rpyoHoR KneTHM

*HCO3=30 s uac npr ctagre B ¢ CO3=>50mMmmm uac NnpM cTammE &




MexayHapOaHbBIN IIPOTHOCTUYECKUN
HMHJICKC I pacipocTpaHeHHou JIX

LoG HAZARD
FACTOR HATIO
Serum albumin, <4 g/dl 0.40=0.140
Hemoglobin, <105 g/dl 0.30=0.11
Male sex 0.30=0.09
Stage IV disease 0.23=0.09
Age, =45 y1 0.33=0.10
White-cell count, 215,000,/ mmé3 0.34=0.11
Lymphocyte count, <60{,/mm? 0.31=0.10

or < 8% of white-cell count

P
VAaLUE

<001
0.00&

0.001
0.011

0.001
0.001

0.002

RELATIVE
Rk

1.49
1 .35

1.35
1 .26

| .39
| .4]

| .3H

Hasenclever D., Diehl V. / A prognostic score for advanced Hodgkin's disease.
International Prognostic Factors Project on Advanced Hodgkin's disease // New

Engl. J. of Med. — 1998. - Vol. 339 (21). - P. 1506 - 14.



MexayHapOaHbIA IIPOrHOCTUYECCKUN UHACKC JIJIA
pacaopocTpaHneHHou JI1X
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Figure 1. Use of the Prognostic Score to Predict Rates of Freedom from Progression of Disease (Panel
A and Owerall Survival {(Panal B) in 1618 Patients with Advanced Hodgkin's Dissase.
The number and percentage of patlents with each score were as follows: a score of 0, 115 patients

(7 percent]; 1, 360 (22 percent); 2, 464 (29 percent); 3, 378 (23 percentl: 4, 190 (12 pearcentl; and 5 or
highear. 111 {7 parcentl.



Tepanus JIX, pactipoCcTpaHEHHBIE

CTaauu

Table 1. Recent randomized clinical trials in advanced HL

Study n Regimen % outcome % 0S Median follow-up, y

GHSG HD9 (2009)* 1196 COPP/ABVD x 8 FFTF 64 75 9.25
basB x 8 FFTF 70 80
escB x 8 FFTF 82 86

GHSG HD12 (2009)° 1571 escB x 8 = RT PFS 86 a9 6.5
escB x 8+ RT
escB % 4 4 basB x 4
escB % 4 4+ baseB X 4 + RT

GHSG HD15 (2010)¢ 2137 escB X 6orB PFS 89 90 3.2
BEACOPP-14 x 8

MCG,GITIL and IIL (2008)"%* 321 ABVD x 6-8 FFP 71 91 2.5
escB % 4 + basB % 4 FFP 87 90

GISL HD2000 (2009)* 307 ABVD x 6 PFS 68 84 3.4
escB % 4 + basB x 2 PFS 81 92

UK NCRI (2009)’ 520 ABVD % 6 PFS 76 a0 4.3
Stanford V PFS 74 92

NA Intergroup (2010)" 812 ABVD x 6-8 FFS 73 88 5.25
Stanford V FFS 71 87

MCG indicates Michelangeo Cooperative Group; GITIL, ltalian Group for Innovative Therapies in Lymphoma; IIL, Intergruppo Italiano Linfomi; GISL, Gruppo ltaliano per lo
Studio dei Linformi; and UK NCRI, United Kingdom National Cancer Research Institute.

*Selection criteria were IPS = 3

Ranjana Advani

Hodgkin Lymphoma: Optimal Therapy of Advanced Hodgkin Lymphoma
Hematology 2011 2011:310-316; doi:10.1182 jasheducation-2011.1.310



IIporuocrryueckas MOAEIIb I
PACIIPOCTPAHEHHBIX cTaguu JIX —
Mex1yHapOaHbINM IPOrHOCTUYECKUN UHJICKC

IlepBoin dTan ucciaeaopanusa:. MIIN u ero
napamMmerpsl B ycaoBusix BEACOPP-Tepanumn.
CoOCTBEHHBIN ONBIT U AHAJIM3 JIUTEPATYPHI.

OOHOBJICHHBIC JJAHHBIE C YYETOM U3MECHECHHUS
IIPOTrHOCTUYECKOU MOAEIIH

3HaueHHUE OMOJIOTHYECKUX MapkepoB U [10T-
TAHHBIX

[1oxuible OONbHBIE C KapAUaIbHOU U
IyJIbMOHAJIbHON KOMOPOHIHOCTBIO



Oo0uiee npeacrasjaeHre 0 MeToAaxX padoThbl. XpaHeHUe U 00padOTKA TaAHHBIX —
Excel m SPSS - Tadauubl, XxpaHeHue H300pakeHU KINHUYIECKHX,
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PacnpocrpanenHast ium@oma XoIaKKHHA.
Bce manmuenTsl, nepuoa 2003 — 2010 rr.

N =172 yenosekKa.

MeaunaHa Bo3pacrta 34 roga (18 — 80 ner).

MepuaHa HabntogeHna ana rpynnbl - 36 mecaues.
M/X =91/81.

Crapuna B -137 (80%).

MpopacTtaHue B cMeXHble TKaHu (ctagua E) - 32 (19%).
MaccusHaa onyxonb (bulky disease) - 52 (30%).
Ctapgnmn AHH-Ip6o0op: Il — 13 (8%), Ill — 68 (39%), IV — 91
(53%).

Tepanua nepsoit AMHUK: ABVD - 24 6onbHbIX (14%),

BEACOPP - ctaHpapTHbiY — 84 (49%), BEACOPP-14 — 32
(18,5%), BEACOPP-ycuneHHblin — 32 60nbHbIX (18,5%).

BbinonHeHue MNIT Ha 3Tanax pecraanposaHua — 34 (20%).



IHonyasuuoHHbie uccaenosanud. Jimmdpoma Xomxkuna. Humencugpukayus

PacnpoctpaHeHHasn
NX, n=172
BEACOPP -14 -
32 yenosekK

—> ( ABVD - 24 yenosek

BEACOPP
CTaHAAPTHbIN —
84 yenosekK

BEACOPP
YCUNEHHDbIU — 32
4yenoseK




T

T
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e O6uan BbIXKUBAEMOCTb

3- n 4-netHasa 8 rpynne MIMN 0-1 (36
60nbHbIX, ymepau 2) — 93%.

3- n 4-netHasa s rpynne MMM 2 2 (136
60nbHbIX, ymepnu 29) - 81% u 75%.

BbIXKnBaemocTtb
cBoboaHan ot

3- u 4-netHaa s rpynne MNN 0-2 —
89% un 84%.

3- u 4-netHaa s rpynne MINN 2 3 -
78% n 72%.

y y Heydaud
MNK 01 n=36
1,0 r'ﬁ; 1.0 L
+
8 M 02 =97 1'1 MM 04 =36
MMK = 2, n=136
8 LE
++_|+ I —
7 g T ™
HH MW 2, n=136
B i ]
-
H#+
a By o
o e +
4 4
3 kE
p—0,02 p=0'1 p=0,09
2 2
1 L
OP=4,5 ' ! mecaubl
0o . . . i i i i . i 0,0 |
10 20 30 40 50 &0 70 &0 90 O 10 20 30 40 50 60 FO &0 80 p 40 20 30 40 50 B0 70 80 90

3- n 4-netHAaa B rpynne MIU 0-1
-78% .

3- n 4-netHaa B rpynne MIMNU 2 2
-64% wn 57%.



BiuseT 11 HHTEHCU(PUKALMS ?
OnHO(paKTOPHBINA aHAJIN3

* BbiKuBaemocTb * O6wasn BbI}KMBaeMOCTb
cBob6b0ogHanA OoT Heyaau

1.1

HuTeHCcHpHUUHpPOEaAHHEIE

1,0 0 = BEACOPP, n=64
9 L
s HHTeHcHMHUMpOBEAHHLIE ' H*_'tﬁ
5 BEACOPP, n=b4 g S
' ' T +
+
7 i “+ ++
_|.|.
AL ++ =+
G =

CranpaptHeid BEACOPP w ABVD,

3 . S n=108
CranpaptHeiil BEACOPP u
4 ABVD, n=108 4
3 3
2{ | p=0,08 24 | p=0,02
! mecAaubl 14 | OP=3,95% AN (1,2-7, 7) MecALbl
0,0

0 10 20 S0 40 S0 G0 7o &l 90 100 - w o . . - - - -

] 10 20 30 40 S0 G0 70 =11 Q0 100

*  3-n4-neTHAA , UHTEHCMPULUPOBAHHbIE * 3-und-netnan ;OWHTeHCM¢WI-'.WPOBaHHble
BEACOPP — 71% v 67%. BEACOPP —96% (ymepno 5).

* 3-un4- netHasa, s rpynne ABVD u BEACOPP -
* 3-u4- netHas, s rpynne ABVD n BEACOPP — 77% v 70% (ymepno 26).

64% v 57% .



Gakroper MIIN. He Bivsiiii Ha
3((HEKTUBHOCTD ...

* f[emorno6wmH (< 105 r/n)
 leirtkouuTos (> 15 x 10°/ n)

* lumdouuntos (meHee 0,6 x 10°/ n)
|* Crapus \"A }

|

Het pasanuumn B cB0O60AHOU OT Heyaau
Tepanum n B obwien BbiIXKMBaemocTu!

*
Yuncno ymepuwmnx 6onbHbIX co cTaguen IV 3HaUMMO He OTNMYaNochb OT TAaKOBOro NokasaTtens B rpynne

co ctaguamu Il n lll: 14 n 21 cootrBeTcTBEHHO (p=0,2).



®daxropsr MIIN. Bo3pact (> 45 net) u My>KCKOH MO

e O6Lan BbIXKMBAEMOCTb

1,0 <48 neT, n=128

|g -

5 -

==

I? -

5 et

' =48 nert, n=44

|5 -

|4 b

. p=0,0003,

2 1

s OP=3,4 Mmecaupbl
0,0

11

1,0 4

o 10 =20 30 40 S50 60 70 &0 G0
* 3-ud4-netHaa OB B rpynne <45
netr —87% (ymepno 16 ).
* 3-ud4-netHaa OB B rpynne >45
net - 70% v 54% (ymepno 15).

* BbIXuBaemocTtb
cB060AHaA OT Heyaau

.y HeHwuHsl, n=81
+H+HH-H+

++

= e e e =+

Myk4nHEL, n=91

p=0,07

mecaL,bl

10 20 30 40 S0 B0 FO 8O 90 100
3- 1 4-NeTHAA B rPynne My>X4YmHbl -
59% un 54% (36 Heyaau).

3- n 4-neTHAA B rpynne XXeHLWMWHbIl —
75% n 67% (22 Heyaaum).



®dakropsl MIIN. KonnieHTpanus anp0yMruHa

* BbInKuUBaemocCTb
cBoboaHaA OoT Heyaau

*O6Lan BbIXKMBaemMoCTb

KoHueHTpauyus

KoHueHTpauua N anbbymuHa 240
+ anbbymuHa 240 ad ey wr/n, n=55 )
+ I'/fl, n=55 ++I—H'—+-H—-H—I—+ +

NEEETRITESNTE
bbb

AR TRTINRN TR

KoHueHTpauua
anbbymuHa < 40 r/n,
n=117 0=0,06,
OoP=1,7
0,0
10 20 30 40 S0 B0 7D 80 80 100
mecAaybl

3- u 4-netHaa s rpynne 240r/n -
74% v 71% (15 Heyaau).

3- n4-netHAa Brpynne<40r/n -
61% u 53% (46 Heyaau).

KoHueHTpauua
anbbymuHa < 40 r/n,
n=117
p=0,02,
OP=2,8
10 20 30 40 S0 B0 7O 8O0 40 100
3- n 4-netHAa B rpynne 240r/n- mecaubl

88% (ymepno 6).

3- n4-netHAa Brpynne<40r/n -
79% n 69% (ymepno 29)



MHoromepHsbIl aHAJIM3 (IOIIAaroBast perpeccus 1o

Kokcv)
OO0 as BbrxkuBaeMocThb
BBIKHBAEMOCTH CB0O0OIHAA OT Heylau

(OP, 95% JTN)

(OP, 95% 1, p)

IHoa He 3HAYUMO He 3HAYNUMO

Bo3pacrt 3,6(1,8-7) HE 3HAYHUMO
p<0,01

KoHueHTpanus 2,6 (1,2-6) 1,7 (1,1 -3,1)

aJ1b0yMHHA p=0,036 pP=0,063

HNHTEHCUBHBIE He 3HAYUMO He 3HAYHUMO

BEACOPP nau Het

KannaHnos K.[., LLunaesa A./1., Bacunwsesa B.A. ¢ coaem. / KnuHu4ecKasa oHKo2emamonozus.
—2013.-N.3.—cmp . 294 - 302.



MIIN: cpaBuenue ganubix u3 British Columbia

C opuruHajbHbIMHU JaHHEIMU GHSG...

Table 2 Rates of &-Year FFP and 05 According to International Prognostic Score

FFP 05

Patients All Patients Age = 65 Years Original All Patients Age = 65 Years Original
IPS No. % (N = 740) {n = 686 Report (N = 740) n = 686) Report
0 57 g 85 8+ 5 84+ 4 022 B =2 B
] 195 26 84 +3 b+ 3 11+3 497 £1 97 1 90 + 2
Z 195 26 B0 +3 B0 +3 67 2 91 +2 92 +2 81 + 1
3 158 21 14+3 x4 603 88 £ 3 91 +3 183
4 g8 12 67+ 5 BB * 6 al x4 84 88 + 4 61+ 4
zh 50 / 62 £ 7 J0+8 42 + b 67 =7 1317 b6+ 5
03 602 g1 g1+2 g1 +2 n*2 93+ 4+ BTN
=4 138 19 65 * 4 B9+ 4 4] + 1 184 g3 +4 53 +

NOTE. Plus-minus values are rate estimates plus or minus standard error.
Abbreviations: FFP. freedom from progression: [PS, International Prognostic Score; O, overall survival.

Alden A. Moccia, Jane Donaldson, Mukesh Chhanabhai et al. / International Prognostic Score in
Advanced-Stage Hodgkin’s Lymphoma: Altered Utility in the Modern Era // J. of Clinical Oncology. — 2012.

- Vol. 30. — p. 3383 - 3388




Tahle 3. Resulis of the Univariate and RMultivariate Analysis of FFF
at & Years

Unreariate Analysis L 740 nau'MEHTOB.
No. of 5-Year FAultivariate Analysis
IPS Factor Patients FFP (%) I HFR 95% C /F_\ ° ABVD Uun ABVD-

Age, years
= 45 196 74 + 3 031 1.40 1.01 to 1.93 04z I'IOAOGHaf-I Tepanusa.
- 45 544 79 = 2

Alburmin, g/l * |l cragmua —299 (40%)

< 40 474 75 = 2 N/S

= 40 266 2 82 =2 )
P — Il — 255 (35%)

=15 114 70 = 4 047

<15 626 79 = 2 V-177 (24%)
Hemaoglobhin, gl

< 108 147 66 =4 <= 001 1.90 1.36to264| < FFP Kpome

= 105 593 81 =2
Lv"r-ph:]n:émﬁ count KKNACCUYECKUX»

= 2%

< 0.6 160 71 =4 038 N/S HeyAa4 Brato4ana
] =08 580 80 =2 CMepTU oT

Male 403 76 = 2 190 N/S TOKCUYHOCTM. Cnyqau

Female 337 a0 = 2
Stage CMepTH OT ApPYrux
I 177 7O = 4 020 MSS ) 6b|nM
| to NI 563 B0 = 2 NPUYNH
FMOTE. Plus-minus wvalues are rate es.tlmam:n' minus zta"card%r./
LLeH3ypMUpPOoBaHbl.

Abbreviations: FFP, freedom from progression; HR, hazard ratio; IPS, Inter-
national Frognostic Score; MNYS, not significant.

Alden A. Moccia, Jane Donaldson, Mukesh Chhanabhai et al. / International Prognostic Score
in Advanced-Stage Hodgkin’s Lymphoma: Altered Utility in the Modern Era // J. of Clinical
Oncology. — 2012. - Vol. 30. — p. 3383 - 3388



«...Tenepb BCA cnna B remornobuHe ... 3amonuanm v roporkaHe, Karkabiv

no-cBoemy pasmbiliNiaag O TAaUHCTBEHHDbIX CUNaX remornobuHa.»

U.Unbe u E.lNempoe «deeHadyamb cmynves»

fl

il

Correlation: 1= 41487

KoHueHTpauuAa
anbbymuHa, r/n ¢

Corelation r=- 4917

KoHueHTpauuAa

$dunbpuHoreHa, r/n
]

o

n

o .
{11 S o wo o

¢ @Toeo ¢ 00

"0 Regrassion () o Re?ressinn
0w ®w W o g m m  Bhodd 00 &€ & 0 W @ koo

e (CBfI3b C TAKMMM KaTeropmaabHbIMM NapamMeTpPamu, Kak CTaanumn u
bulky — He 3HaumMma (p>0,05, YaCcTOTHbIN U ANCNEPCUOHHbIN
aHaNu3bl).

* [on—MmyxKumHbl —119,6 + 2 r/n, »eHwuHbl — 106,7 £ 2 r/n (p <
0,01, T-Kputepuin).



[emornobuH < 105 r/n. BanaHue Ha
BbI)KMBAEMOCTb HEe OTMEeYeHo.

* BbI)KMBaemocTb cBO6oaHanA ot

Heyaau

mecAubl

 06wan BbPKUBAEMOCTb

i N

T ey

mecAubl

* 65 (38%) yenosek c
Hb<105 r/n.

* PaKTOp HE

OKa3blBa/ BAUAHUE
Ha cBOOOAHYIO OT
Heyaay n obLyto
BbIXXMBAEMOCTb.



Uto BIMsIIO HA (pAaKT HA3HAYEHUS BTOPOU JIUHUN ?

* Mogenb 1: * Mogenb 2:

1. non 1. bulky

2.803pacT 2. B-cumntOMbI

3.KOHUEeHTpauma anbbymuHa 3. crapgmakE,

4.m-rrechvB|-|b|e BEACOPP B 4. WHTEHCUBHbIEe BEACOPP B
nepBouv JIMHUN. nepBov JIMHUN.

! l

JloeucmuyecKasn pezpeccus (Memoo - nowaz2080e UCK/AKYEeHUE,
omHoweHue npasdonodobus).

/

e HeT 3HaYMMbIX
daKkTopoB B

bulky 1,3 0,001 3,6 1,7 7,6

B- 1,8 0,005 6,2 1,7 22,4
mopgenu 1. cTapus



IIporuocrrnyueckas MOIEIIb I
pacnpoCTpaHEHHBIX cTaaun JIX —
MexnyHapOaHBIU IIPOTHOCTUYECKUN UHIAECKC

IlepBriv 3Tan uccinenosanusa. MIIM u ero
napameTpsl B yciaoBusix BEACOPP-tepanuu.
CoOCTBEHHBIN ONBIT U aHAJIN3 JTATEPATYPHI.

OOHOBJIEHHbIE JAHHBIE C Y4€TOM M3MEHEHU S
IMPOTrHOCTHYECKON MOIE/IH

3HaueHHE OMOJIOTHYECKUX MapkepoB U [1D0T-
TAHHBIX

[1oxuible OONbHBIC C KapAUaIbHOU U
YJIbMOHAIbHON KOMOPOUIHOCTBIO



IIpoBepka rurores3bl Ha Marepralie
BCEU MOIYJIALIMM, BKIIFOYas Clyyau,
BeIABIEHHBIE 2011 — 2014 romax



OOm1ee onucaHue MOMYJISILIUY Ha
nepuon ackaops 2014 roga

Pannue craaun
/ — 70 ye10BEK

IIpomexyTOYHbIE
craaum — 141
YeJI0BEK -

503 yeg0BEK —
CILIOIIHAYA

perucrpanus ¢
2003 roaa

PacnpocrpaHeHHbIE
craauu — 274
YeJIOBEK

I'pynna VDG,
18 yesioBeK




PaHHUe cTagun
6e3 ¢paKTopoB pUcCKa
(6naronpuartHas
rpynna), n=70

4-6 x ABVD + IT 25 Ip
MNP - 65 (93%),

YP -5 (7%),
NMporpeccuposaHue — 2.
Peuunpgussbl - 3(4%), 1 -
PaHHUMN.

EDHAP, dexa-BEAM - 3.
TIMNCKK - 1.

MepuaHa HabnogeHusa —
43 mec. usbl — 65 (93%)
60onbHbIX, ymepaun — 4 (7%).




PanHue ctaanu (HU3KHUH PUCK)

%

ABVD, n=70

Mecsabl

Oo0mas 5-j1eTHsia BbIKUBaeMocTh — 93%0




PaHHMe cTagum, c
$pakTopamm pucka
(npomeKyTouHbIN

ABVD -44
YyenoBeK

BEACOPP

CTaHAAPTHDbIN -
— 51 yenosekK

—> BEACOPP - 14 -

puck), n=141 — 46 yenose
Konnyectso %

MYKYUHbI 54 38
*KEeHLLNHbI 37 62
cTapwe 45 net 31 27
bulky 47 30
B cumnTombl 46 33
cTagma E 27 16
ABVD 44 31
BEACOPP 51 36
BEACOPP-14 46 33




IpoMeXKyTOUHBIE CTaAUN (IIPOMEIKYTOUHBIN PHUCK).
OoOmras 5-1eTHIS BbIXKUBAEMOCTD

1,0 —H—iy R ) ; 1
' 'Frwi_‘”_?"' T ——
0,9- —H———————— 2
0,6 -
3
0,7 i
0,6
0,5
0,4
0,3
0,2
2 npotus 3 — p=0,6
%17 1 npotus 2 — p=0,2
0,0
1 | | | | | | | | 1
0 12 24 36 48 60 12 84 96 108
1| BEA-14 (n=46)
2 BEA-cTaHgapTHbI (n = 51) 85%

3 ABVD (n = 44) 85%




PacnipocTpaneHnbie cTaany (BRICOKHUU PHCK),

[\

n=274
MYXYUHDbI 136 50
*KEeHLWMNHbI 138 50
cTapuwe 45 net /3 27
bulky 82 30
B cumnTomsl 197 72
cragmak 50 18
cragua i 108 39
craaua IV 143 52
IPS O0-1 45 16
IPS 2 L 74 27
PS3 91 33
IPS >4 63 23
ABVD+BEACOPP 1380 50
BEACOPP-14 93 34
BEACOPP-ycnneHHbIN 43 16




PacnpocTtpaneHHbIE CTaanu (BBICOKHH PUCK).
OoO1m1as 5-j1eTHIS BBIKUBAEMOCTD

1,07 =

0,9

0,8—

0,7

0,6

0,57

0,47

0,37

0,27
1 npotus 3 — p=0,04

0171 2 nporus 3 - p=0,03

0,0
| 1 T | | | T T |
0 12 24 36 48 60 72 84 96

Mecsaubl
2 BEA-14 (n= 93) 76%

3 ABVD +BEA-cTaHgapTHbIU (n = 138) 64%



AKTYa/ZIbHOCTb «Knaccn4yecKoro
MHOeKca» XaceHKnunsepa-Anna ana OB

1,07 ~ 0-16ann, n=45
0,9
0,8- =45
0,77 13 3 6anna, n=91
0,6= j
0,5 —
0,4
1 npotus 2 — p=0,12

037 1 nportus 3 - p=0,01
0,24 1npotus 4 -—p=0,003
0.1- 2 npotus 3 - p=0,25

’ 2 npoTtus 4 — p=0,045
0,0

| | | | | | | | | | |
0 12 24 36 48 60 72 84 9 108 120

MecAaubl



NHuneke, ¢ monpaBKoOW HA YTPATUBIIME 3HAYCHUSA
(akTopsl (cTaaus |V, 1eMKonuTo3, reMOIIIOOHH. . . )

1,[._ 1:-'-:_—|_-
0,9
| IR— 0-1 6aaa
0,8 2 0aJi1a e
i
0,7 L +
0.6 L 3 1 Oonee
0,5— ]
0,4 L —
0,3—
1 npotus 2 —p=0,19
0.271 2 npotus 3 - p=0,048
0,11 1 npotus 3 — p=0,006
0,0
| I 1 1 I I I | I 1
0 12 24 36 48 60 72 84 96 108

Mecsaubl



OO11as BbDKMBAEMOCTh B TPYIIIE C HEYyIauaMHU
TEPAINUU IIEPBOU JTUHUHU

1,0
0,97
0,8
0,7
0,6
0,57
0,47
0,3
0,27
0,17

* DHAP, IGEV — nano6oJee
NpuMeHsieMble PeXMMbI

*U3 59 ot mporpeccun ymeso 20 (34%)
00JILHBIX

e h-1eTusig OB — 58%
e /-meTHsasa OB — 44%

T T T
0 12 24

72 &4

T
96

T T
108 120

Table 4. High-dose chemotherapy regimens used with ASCT in relapsed or refractory Hodgkin lymphoma

Regimen N Early TRM (%) 0S5, % PFS/DFS, % Secondary AML/MDS Comment

BEAM® 56 1/56 (2) 44/61 FFTF-3: 55 1/56 OS not clearly reported

CBWYST 128 3/26 (8) 05-4:45 FF5-4:25 5128

CBVPSE 68 5/88 (7) NS 50 1 (total n of 96)

VP-16/MEL=" 73 373 (4) NS DF3-4: 39 NS

BEAM™ 101 NS 71 FFTF-5: 67 1 AML (unknown if in ASCT group)

TLI + YP-18/CY= 22 2/22 (9) a1 61 NS

CCy/ee 59 5/59 (8) 05-3:57 EFS5-3:52, FFP-3:68 1 21 deaths, 11 NRM, high pulmenary toxicity 63%
HDMEE 48 0 05-5:57 EFS5-5:52 0 Estimated 5-year results, shart FU

AML, acute myeloid leukemia; BEAM, BCNU, etoposide, ara-C, melphalan; CBV, cyclophosphamide, BCNU, VP-18; CBVP, cyclophosphamide, BCNU, VP-18, and
cisplatin; CCV, eyclophosphamide, CCNU (lomustineg), VP16; DFS, disease-free survival; EFS-3/-5, 3- or 5-year event-free survival; FFP-3, 3-year freedom from progression;
FFTF-5. 5-year freedom from treatment failure; FFTF-10, 10-year freedom from treatment failure; FU, follow-up; HDM, high-dose melphalan; MDS, myelodysplastic syndrome;
MEL, melphalan; NARM, nonrelapse mortality; NS, not stated; 0S-3/-4/-5, 3-, 4-, or S-year overall survival; PFS, progression-free survival, TLI, total lymphoid irradiation;
TRM, treatment-related mortality.

*Unknown if in CBV or TLI group reported.

BLOOD, 21 APRIL 2011 « VOLUME 117, NUMBER 16



IIporuocrrnyueckas MOIEIIb I
pacnpoCTpaHEHHBIX cTaaun JIX —
MexnyHapOaHBIU IIPOTHOCTUYECKUN UHIAECKC

IlepBriv 3Tan uccinenosanusa. MIIM u ero
napameTpsl B yciaoBusix BEACOPP-tepanuu.
COOCTBEHHBIN ONBIT U aHAJINU3 JTUTEPATYPHI.

OOHOBJICHHBIC JJAHHBIE C YYETOM U3MECHECHHUS
IIPOTHOCTUYECKON MOJIEIU

3HayeHue Onosoruyeckux Mmapkepon u I1IT-
TAHHBIX

[1oxuible OONbHBIC C KapAUaIbHOU U
YJIbMOHAIbHON KOMOPOUIHOCTBIO



buosornueckue mapkepsl 1 MI11H.

Univariate Analysis Table 4. Multivariate Logistic Regression Analysis of the Influence of
FR v Molecular Markers on Favorable Response /\
Markers EFS D355 UR
— Marker B SE (B) /F‘ \
Clinical features
IPS0-2v=3 000 .000 .001 Intercept 4.153 769 .000
Molecular markers p53 -1.418 433 001
CD15 NS 049 NS Bel-X, ~1.293 432 003
TIAT, NT 020 NS NS TuNEL ~1.568 762 040
STAT1, NT MS .004 NS
STAT3, NT NS 049 NS NOTE. »*, 29.512; P = 0.000.
MIB1 NS 029 NS Abbreviations: TUNEL, terminal deoxynucleotidyl transferase-media
p53 > 012 .007 000 deoxyuridine triphosphate-biotin nick-end labeling.
p21 NS MS 031
TUMEL > 036 .018 020
Bel-x, > NS .004 .000 Table 7. Hazard Ratios for BRG by IPS Levels, Estimated by
, Multivariate Cox Regression for DSS
MOTE. CD30, MUMI1, cyclin A, and Bax were not comparable because
of the small number (< 10) of positive or negative patients. BRG ﬁa \ 95% ClI
Abbreviations: EFS, event-free survival, DSS, disease-specific survival;
FR, favorable response; UR, unfavorable response; IPS, international Low IPS QE.EE ) 3.50 to 44.94
prognostic score; NS, not significant; TIA1, T-cell intracellular antigen; NT, High IPS 1.58 061 ta 4.07
nontumoral component; STAT, signal transducer and activator of tran- —
scription; MIB1, proliferative index measured with KiB7 antibody; TUNEL, NOTE. y* model, 32.90; P = 0.000.
terminal deoxynucleotidy! transferase-mediated deoxyuridine triphosphate- Abbreviations: BRG, biologic risk group; IPS, international prognostic
biotin nick-end labeling. score; DSS, disease-specific survival; HR, hazard ratio.

Puck cmepmu 3HaG4uMO yeesuvusaemcs npu Haau4uu oeyx uau mpex
buonozuyecKux mapkepos 8 2pynne HU3Koz20 pucka no MIn!

C. Montalbran, J. GarcHa, V. Abraira et al. / J. Clin. Oncol. — 2004. — Vol. 22 — 1664 — 1673.
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Koakcnpeccua
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* Kannanoe K.[]., lNucapee B.B., KopHeea E.I1. u coaem. //
Fematonorua u TpaHcdgysumonorusa. - 2004. — N2. - C.3-10




Topoisomerase lloa Expression as an Independent Prognostic
Factor in Hodgkin's Lymphoma

Ipatia A. Doussis-Anagnostopoulou,” Theodoros P.Vassilakopoulos,? Irini Thymara,=
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Expression of FOXP3, CD68, and CD20 at Dlagnosis in the
Microenvironment of Classical Hodgkin Lymphoma Is
Predictive of Outcome

Pawl Greaves, Andrew Clear, Rita Cowutinho, Andrew Wilson, Janet Matthews, Andrew Owern,
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AmnonTo3s, nponrudepanys u

» MpocnekTuBHOe uccneposaHue ¢ 2013 roga cpeau scex de novo cayuaes JIX

» OueHKa BAMAHUA HA NOKa3aTe/In BbIXKUBAEMOCTU U CTENEHb HE3aBUCUMOCTHU OT
APYrMX KAMHUUYECKUX U Na60PaTOPHDbIX XapaKTePUCTUK



I19T, MIIN u nporpeccupoBanue — II3T-mo3uTHBHOCTH
onnHakoBo yxyamaer BIIB npu MIIA 0-2 u MIIU 3-7

* 3T 3atmeBaet MIN.

10 e
S
S 0.8 4
B e Ho... N3T B paHHue
0 —
-:‘=, 0.6 1 & —— IPS 0-2, PET2 negative CPOKU — 3TO MapKep
= 1 P 0. FETE Doy 4YyBCTBUTE/IbHOCTU K
7 0.4 - — |PS 3-7, PET2 negative
g = |PS 3-7, PET2 positive XMMMOTepanMM N OH
o
£ 024 3aBUCUT OT
= - arpeccMBHOCTU Tepanuu
Log-rank P==0
0 1 2 3 B S

Time (years)

Progression-free survival in 260 patients with advanced
disease according to International Prognostic Score (IPS) and
PET results after two cvcles of ABVD. (Reprinted from [133]
with permission)

. Gallamini A., Hutchings M., Rigacci L., et al. / J. Clin. Oncol. 2007. — Vol.
25.—-P. 3746 — 52.



[1I9T B rpymrie pacupoCTpaHEHHbIX
CTaauu

* KOHTpOJIb
3(HEKTUBHOCTHU
UHIYKIIMOHHOU TE€paruu -
3’7 uccinenoBaHUM

* OrcyrcTBue 119T-
PEMHUCCHUHU 0 KpUTEPUIM
Yuccona B 13 (35%)
ciydJasx
i * [loTpeOHOCTE B

& ",’:{* IepeBojie Ha Tepanuuio ||

JAHUMU — & YEJIOBEK n3 13
- (62%)




IlepeBon Ha salvage-pexumnr = ATTICKK,
KaK OZIHA U3 CYppOrarHbIX TOUCK

13 60/1bHbIX > 8 60/bHbIX

aa
/ Ha BTOpYyIO0 ANHUIO >
NaT+ n=0,008
\ 24 60N1bHbIX > 4 60/1bHbIX

HeT

Ha BTOpyto AnHUIO

.a.a/7 200 60/1bHbIX > 39 60/1bHbIX
HeT 74 60/1bHbIX > 20 60/IbHbIX

*
TOYHBIN KpUuTepul Puinepa



IIporHocTuueckas MOIEIb 1
PACIIPOCTPAHEHHBIX CTagun JIX —
Mex1yHapOaHbINM TPOrHOCTUYECKUU UHJICKC

IlepBrin 3Tan ucciaemosanud. MIIN u ero
napameTpsl B ycioBusax BEACOPP-tepanun.
CoOCTBEHHBIN OIBIT U aHAJINU3 JIMTEPATYPHI.

OOHOBJICHHBIC JJAHHBIE C YYETOM U3MECHECHHUS
IIPOrHOCTUYECKOHU MOIEIH

3HaueHHEe OMOJOrn4ecKux MapkepoB u 119T-
JaHHBIX

IHoskuiibie 00JIbHBIE ¢ KAPAUAJIBLHOMU H
yJIbMOHAJIbHOU KOMOPOUIHOCTbIO



JInmpoma X0 KKHHA, NAIMCHTHI
crapiie 60 get (N = 53)
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Mecsubl

MeIHaAHA 3-J1eTHAA 5-1eTHaa
OB OB

46 mec

65%0

46%

Menuana Bo3pacra — 69
net (61 - 80)
PactipocTpaHeHHBIE
CTaauM (BBICOKHH PUCK) —
32 (60%)

JlokanpHBIE CTaaUU C
HEOJIaronpusITHBIM
IIPOTHO30M
(DpOMEKYTOYHBINA PUCK) —
21 (40%)

MIIN XacenkiuBepa —
Junsa > 3 — 37 (714%)



Tabda 2

Chemotherapy Series in Elderly Hodgkin Lymphoma®

Leaad Stage and
fouthaor M Study Type Madian Age Traatmani Dutcorme
Mir, 29 Frospective, randomized All ackvanced stage ABVD, MOPP, Ewr 05 =31%
1ea3 {patisnis = age &0 constituted T1% 80—E0 yr altemating
8% of 1odal stwdy) ABVDINMIOPP
Lewis, 26 Reircspactive (registny) E8% stage LTV ABVD-basad B62% = CH als,
1984 Median age = T2 yr (ABVD, 8-yr RFS = 7%, EFS = 36%,
FOPIP A BN D) D5 = 489%
Lewvis, 25 Prospective (phass ) 249 siages IV CWPRCEB TE% =CR, 5-yr RFS = 475,
1006 Median age = T2 yr EFS = 329, OS5 = E5%
Weaks, =15 Fetrospactive Ta% stage LAY ChivPPF (= 31) E-y1 EFS and OF with
FLL I Madian age MR ar ChivVPPAABN ChiVPPAEY = 529% and 677%,
in=25&) raspactnaly, vis 4% and 309
with Chin PP
Macpherson, 38 Prospective (phassa ) Al achvanced staged CiDBEF Eywr OFS = 49%., O5 = 429
202 hedian ags = T2 yr
Sitark, 102 Prospective (population-based) 649 stage LW Hetanmenaous Median OS = 2& mo,
2021 Median age = madian RFS = 39 ma
B o (AT vy (F)
Enblad, 49 Fielrospective (registry) 54% stage LTV MOPPMABVD or CH = &87T%. AR = 43%.
2002 Median age = 71 yr MOPP (T1%) or Eyr 05 = 45%
ChiPP (229%)
Enblad, a1 Retrospective (registry) 429 stage LIV LVPPIOEPA CHR= 87T%., AR = 32%,
2002 Median age = 71 yr Eyr OS5 = 48%
Landgren, ga Felrospactive E9% stage IILTY MOPP-Dased CHR = 45%%, 5-y1 TS5 = 359,
2003 Median age = T2 yr (n=48), ABVD- OS = 51%
basad (n =39),
ather (=3)
Lewvis, 105 Prospective (phase ) Ed"% stags 1BV VEFEME CRH = T6%, 5-yr RFS = 829,
2004[35] Median age = 71 yr DSS = 69%, FFS = BE%,
O = 54%
Balkowa, =1a) Prospective (phase 10 Al stade 118 COPPYABYD va COPPMABYD: CRH = T,
2005[10] Median age = 69 yr BEACOPP basaline  S-yr FFTF = 55%, OS5 = S0%
BEACOFPP: CH = TE%:, 5-yr
FFTF = 74%, OS5 = 50%
Foolsing, 29 Ralrcspactive 2% stags BV CHOP = BT CR = 93%
2007[69] Median age = 71 yr stage 1=lA: 3-yr PFS = 82%,
Landgren O, Algernon C, Axdorph U, et al. Haematologica. 2003;88(4):  stage NB—IV: 347 PFS = 72%.

438-444,



JIumdpoma XomKKHUHA, IMauuMeHThl crapiie 60 JIeT.
[ pyrna ¢ cepbe3HOM KOMOPOHIHOCTHIO.
OxxugaeMas Kapauo — IyJbMOHaJIbHAs TOKCUYHOCTD

boabnas H., 28.09.1940 (67 ser)

JInarno3 ocHoBHOM: JIumpoma XomkkuHa, HOAYIsipHbIN ckiaepo3 (l1-if ructomornyeckoi rpajgammm),
craaus 1V B6 bulky (12.2007), ¢ mopakeHreM meHHbIX TUM(ATHICCKUX y3JI0B ¢ 00CHX CTOPOH,
MO/IMBIIICYHBIX U MMaXOBBIX CJIEBA, MAPAAOPTAIBbHBIX, Cy0A0pTAIBHBIX, OM(YPKAIIMOHHBIX U JICBBIX
OpOHXOMYIbMOHAJIBHBIX, YPEBHBIX, MAPAAOPTAIBHBIX BHYTPUOPIOIIHBIX, CEJIE3CHKH, 04aroBOe
METACTaTUYECKOE MOPAKEHUE JIETOYHON TKAaHU CIIEBA.
ConyrcrByromue 3adoneBanusi: UbC, crenokapaust Hanpsiskenusi, ®K |1, kapaunockiepos, HIIA.
XpOHUUYECKHUI 0OCPYKTUBHBIM OpOHXUT, IMu3emMa JIerkux, IHeBMockJiepo3, J[H 1.

ABVD, n=14

1. Nmemunyeckas

0oJ1e3Hb cepana

32 (60%) 2. XOBIL, ‘

00JILHBIX Tpedyomas

IOCTOSTHHOM

Tepanuu IVDG, n=18




B03MOXXHOCTh CHUXKECHUS Kapauo — U
IYJIbMOHAJIbHOM TOKCUYHOCTH

I\VVDG:

* Unapyounma 5 mr/m? B/B 1, 15 nau
 BunOnactun 6 mr/M? B/B 1, 15 nHu
e Jlakap6asuu 375 mr/m? B/B 1,15 nam
e TemuuTadbud 800 mr/m? B/B 1,15 nuu

IlepepriB — 14 nHeu



IVDG un ABVD

CHukeHHe 94aCTOThI KapI[I/IaJII)HOI/I
TOKCHYHOCTHU U NIYJIBMOHAJIBHOTIO

¢pudpo3a
IVDG ABVD
(n=18) (n=14)
4-netHAa OB 68% 75% He 3Haunmo
KapauanbHasa
TOKCU4yHOCTb BO3 1
Hi-1v

MynbmMmOHaNnbHbIN
$unbpos



3aKIIFOYCHUE

« BEACOPP-14 — > (hexTUBHBIN U IPUEMIIEMbIN
110 TOKCUHYHOCTH PEXUM JUUIA JJeueHus JIX

* lI3MeHeHue Tepanuu MOXET HUBEIUPOBATH
3HAYUMOCTbH PAHEE BBIACIICMBIX (PAKTOPOB PUCKA

* [I9T-ouenka nMmeeT OOJIbIIECE 3HAYCHUE JIJIsT
M3MCHCHUS TaKTUKHU TEPAIlU, YeM KINHUKO-
1a00paTOPHBIC UHCKCHI

* [loXunbIM ManMeHTaM ¢ KOMOPOUIHOCTHIO MOXKET
OBITh IIPEAI0KECHA MEHEE TOKCUYHAs B CPABHCHUHU
¢ ABVD u He menee s pexTuBHAS TEpanus
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