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Totalna Terapia 3

2 x VTD-PACE

TD (21 d kdra)
< Talidomid 50mg/d
Dexa 20mg/d D1-4

Tandem ATKB

TD (21 d kdra)
< Talidomid 100mg/d
Dexa 20mg/d D1-4

2 x VTD-PACE

VTD 1 rok

Bart Barlogie et al. BJH 2007;138:176-185
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Overall Survival
5-Year
Events /N Estimate
TT3 86 / 303 73% (68.1, 78.2)

TT2 + Thal 148 / 323 68% (63, 73.2)

TT2 « Thal 185 / 345 65% (80.1, 70.2)

™ 187 / 231 57% (50,3, 63.1)
Logrank P-value < 0.0001

Years After Enrollment

Usmani et al., Leukemia 2013



C CR Duration
100% a-Year
Q 1 Events /N Estimate
I TT3 37/ 189 79% (73.3, 85.5)
80% - TT2 + Thal a8 / 201 59% (52.3, 66.1)
J TT2 - Thai B6/146  52% (434,59.7)
T 72 (87 35% (24.6, 44.8)
60% - Logrank P-value < 0.0001
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Usmani et al., Leukemia 2013



Relativhe prezivanie
1.0 je prezivanie populacie, ktora nema MM
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RS Ratio

Relativne prezivanie
Od dosiahnutia KR
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Podla Dr Barlogie,
podiel vyliecenych pacientov s TT3:

e 50% standardné riziko
* 15% vysokeé riziko

Vyliecenie nie je utdpia, je dosiahnutelné

Barlogie et at. Blood 2014;124(20)_3043-3051



* Spolu s tandemovou TKB je zakladom TT3

* Intenzivna kombinovana chemoterapia

* Pouzivala sa a pouziva sa pri RELAPSE



Odpoved RRMM na 2 cykly VTD-PACE

No of VGPR
patients

Puto 50 23% 9% 18
Blood 2011 %
Buda RR 16 63% 56% 7% 0
Blood 2013

Beyer RR 45 51% 27% 22% 2%
Blood 2014

Griffin RR 22 73% 41% 23% 9%

Cancer 2015



Preco potrebujeme takuto lieCbu?

* Niekolko klonov pri dg
* Riziko selekcie rezistentnych klonov
* Pokrocila choroba pri dg

* Progndza zavisi od odpovede

* Nové lieky su nakladné, nedostupné,
cakaju na schvalenia,....

POTREBUJEME UCINNE ALTERNATIVNE TERAPIE!



Otazka bezpecnosti

» Manazment AL (~40 novych pripadov rocne)
» TKB (ro¢ne cca 90; alogénnych ~40)
»V roku 2016: 11 tandemovych ATKB

» Skusenost s manazmentom komplikacii (FN,
IFI,...)



Vedrlajsie ucinky PACE

Clinical AE Griffin Badros Beyer Singh
Cancer 2015 | Blood 2005 | Blood 2015 | JCO 2013

Transfusion requirement 55% 47%
Prolonged hospitalization 5%

Rehospitalization 36% 30% 57.6%
Delay in treatment 36%

Dose reduction 5%

Febrile neutropenia 50% 11 20% 41.5%
Venous thromboembolism 9% 3 4%

Treatment related-mortality 5% 4.2%
Peripheral neuropathy 3

Diarrhea, nausea 2 17%

Renal toxicity 6% 21%



KHaT LF UK, SZU a UNB,
Nemocnica sv. Cyrila a Metoda

 Od maja 2016
* 4 mladsi pacienti (2 M/ 2 2)

—ND MM e, 3
— progredujuci MM (po viacerych liniach liecby s
borte, carfil, lena, poma v USA)........... 1

* Vek(r): 43, 49, 50, a 61

e Kazdy absolvoval 2 cykly VTD-PACE rezimu (t.j.
spolu 8 cyklov)



Velcade 1mg/m2SCvderi 1,4, 8a1ll
Talidomid 200 mg/ d PO defi 1 a% 4
Dexametazon 40 mg/ d PO defi 1 a7 4

4-dni KIVI (den 1 az 4):

(P) Cisplatina 10 mg/m?/d
(A) Doxorubicin 10 mg/m?/d
Cyklofosfamid 400 mg/m?/d

Etoposid 40 mg/m?/d



KHaT LF UK, SZU a UNB,
Nemocnica sv. Cyrila a Metoda

Odpoved

3 odpovedali:
1) 1gG kappa 37 = 15 g/I
2) 1gG kappa 85 = 23 g/l
3) FLC 9770 = 1610 mg/!

1 neodpovedal

- 60%
- 63%
- 84%




KHaT LF UK, SZU a UNB,
Nemocnica sv. Cyrila a Metoda

8 cyklov VTD-PACE

Transfuzie
* Er:

— 14 jednotiek

— Median 1 jednotka (rozsah, O - 4)
 Tr (SDAP):

— 2 jednotky

Regeneracia hemogramu - median do:
—ANC ....... 18. den (rozsah, 17 - 23)
il | G 19. den (rozsah, 16 - 26)
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Neziaduce ucinky

* Neutropénia st. 4 vo vsetkych 8 cykloch

* Rehospitalizacia (po prijme na infuznu th)
— 3(37.5% ) krat
— median trvania 8 dni (rozsah, 5 - 10)

* Febrilna neutropénia 5
* Pneumonia 1

* Anijedna prihoda zavaznej nehematologicke;
toxicity (oblicky, pecen, kardio,...)



KHaT LF UK, SZU a UNB,
Nemocnica sv. Cyrila a Metoda

Mobilizdcia & Zber kmeriovych i

* G-CSF 10ug/kg/d SC od dna +5 od skoncenia CHT

e Aferézy:
— 3 pacienti (2x po 1.CHT, 1x po 2.CHT) pocas 2 dni

— 1 pacient (rezistentny na CHT) nemobilizoval po 1. a 2.
cykle CHT, ale az s Mozobilom

* Produkty (CD34+ bb x 10%/kg hmotnosti): 14.64,
17.34, and 22.17



Zaver

U&inna terapia

Casta hematologicka toxicita (neutropénia),
manazovatelna (i ambulantne)

Uspedna mobilizacia kmeriovych buniek
VTD-PACE na KHaT BA pre pacientov:

— velmi mladi & vhodni na TKB
— dobra spolupraca a podpora rodiny



