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Fludarabine, cyclophosphamide, and rituximah Bendamustine and rituximab

Gradel-2  Grade3 Grade 4 Grade 5 Grade1-2  Grade3 Grade 4 Grade 5

Adverse events per patient including all patients*

TEEE R BRI (234%)7385% , BREE

e Rk (232%)7940% , BREE
Lancet Oncol 2016; 17: 928—42 ° ZGS?W%E%%KE&E&E&EEE s

Patients with adverse events (4% 56(20%)  102(69%) 13(5%) 2(8%)  104(7%)  116(42%) 14(5%)

L Neutropenia 2 (1% S303m _12(62%) 0 Ll 66(24n Q8 35%) 0 J
Leukocytopenia %) 16(42%) 109(30%) O 1(<1%)  104(7%) AWK 0
Thrombocytopenia 9(3%) 37(13%) 23(8%) 0 10 (4%) 29(10%) n(gw 0

I Infections total 103(T7%)  O7(35%) 8(3%) 6% 14(41%)  61(22%) 6(2%)  7(2%) I

Adv per patient including only patients <65 yearsf]
Patients with adverse events 7 (4%) 42(22%)  133(69%)  3(2w) 6(3%) 60(35%)  75(44%)  2(1%)
Haematological toxic effects 3% 443%) 129(67%) o0 1(1%) 45(26%)  66(30%) 0
Neutrapenia 2(1%) 44(B3%) 15(60%) O 0 36(21%) 537w 0
Leukogytopenia 1(<1%)  77(40%)  75(3%%) O 0 62(36%) 1B o0
Thrombocytopenia 9(5%) 20 (10%) 14(7%) [ 6(3%) 13(8%) 4(2%) 0
Anaemia 2(1%) 20(10%) 6(3%) 0 0 12(7%) 32 0
Infections total 77 (40%) 6_0(31%] (4% 3 (2%) w 43 (0%} 3 (%) 1(1%)
Adverse events per patient including only patients » 65 years|]|| I
T et WITT AOVEToE CIenE pars m— 1010} 1597 T T AL R A ) Y )
Haematological tosic effects 0 16(19%) 6474%) 0 3(3%) 34(31%)  43(d0%) 0
Neutropenia 0 19(22%) 57(66%) 0 1(1%) 30(8%)  3BEM™) 0
Leukacytopenia 1(1%) 39(45%) 4(39%) 0 1(1%) 42(39%) 13(12%) 0
Thrombocytopenia 0 17 (20%) (%) 0 4(4%) 16/(15%) 76% 0
Anaemia 1(1%) B(o%) 45%) 0 2(2%) 12(11%) 2 0
Infections total 26(30%)  37(43%) 1(1%) 3(3%) 45(42%)  18(17%) 3(3)  6(6%)

7326%
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Table 4. Summary of Grade 23 AEs Across Studies g asy s wmaveengasapsiion

Atlanta, GA * December 8-12, 2017

Patlent Populations RESONATE-2 CLL10 CLL10
Ibrutinib BR FCR
(N=135) (N=278) (N=279)
Medlan treatment ; "
duration, months el . v
Overall grade >3 AEs, n (%) 99 (73) 234 (84) 261(94)
Grade =3 Infectlons, n (%) 74 (27) 11 (40)
<65 yrs" - 47 (27)° 70 (36)°
>65 yrs 34 (25) 27 (25)° 41 (48)°
Grade 23 cytopenlas, n (%)

Neutropenla - 164 (59) 235 (84)
<65 yrs° - 89 (52)° 159 (82)°
>65 yrs* 16 (12) 65 (61)° 76 (88)"

Thrombocytopenla - 40 (14) 60 (22)
<65 yrs* - 17 (10)° 34 (18)°
>65 yrs* 5@) 23 (21" 26 (30)°

Anemla - 29 (10) 38 (14)
<65 yrs® = 15 (9)° 26 (13)°
>65 yrs’ 9(7) 14 (13)* 12 (14)e
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Gianluca Gam, MD, PhD [ Wild type

[ IGHV ]— Unmutated _.)L Ibrutinib }

[ Mutated ibrutin] EBR_J

!

1 FCR

Age

[ Chemo + anti-CD20 ].._). CIRS | Chl + anti-CD20
#In patients u:;a are not eligible for any other therapies ﬂ cr clear.nca Pemona ]' w.ew

Chil: chiorambucil; CIRS; Cumulative liness Rating Scale; Cr: creatining
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Table 1. Summary of key adverse events related to targeted agents studied in CLL

Ibrutinib Idelalisib Venetoclax
............. Reference 2 18 19 20 21 9 8 15 22 16
. Study RES RES17  RES2  Furman Jones O'Brien  Lampson  Roberis Stilgenbauer  Seymour
| N 195 145 135 110 173 64 24 116 107 49
Prior treatment RR RR N RR RR TN TN RR RR RR
Median age 67 64 73 Al 68 71 67 66 67 75
Median follow-up (mo) 9 28 18 4 16 22* 15 21 12 28
Comments — 17p — +R +0fa +R +0Ofa — 17p +R
Heme AE (% any grade/% grade 3-4)
Neutropenia 22/16  NR/22  16/10 35/35
Anemia 23/5 26/10  19/6  26/5 23/14 23/3 8/4 25/12 27/18 24/14
Thromboeytopenia 1718 NR/M11  <15/2 17110 14/11 14/2 8/0 2112 19/15 2717
Non-heme AE (% any grade/% grade 3-4)
Hemorrhage DA o0 154 NR NRR2Z O NRB MR MR NR NR/4
Atrial fibrillation 5/3 NR/7 6/2 7INR NR/2 NR NR NR NR/2 6/NR
Hypertension 10/- 27113 14/4 NR 13/5 NR 8/4 NR 6/4 8/NR
Infections 234  14/5 174 AR NR v 1ens [
Pneumonia 10/7 zsn”a 15/4  6/NR | 2014 2819  13/13  NR/A4 9/5 16/6
Pneumonitis NR/O 6/5 19/3 13/8 NR 4 NR NR
Diarrhea or colits _ 19/4 o0  [JEIEN
Abnormal AST/ALT NR NR/<1 NR NR 1N 7/3
Tumor lysis syndrome NR NR/<1 NR NR NR/<1 NR NR 4/3 6/6 10/4

Darker red indicates a higher incidence of any grade AE. 17p, patients with deletion 17p; AE, adverse event; TN, trealment-naive; RR, relapsedirefractory disease; +Ofa,
combination therapy with ofatumumab; +R, combination therapy with rituwimab; NR, not reported.

| *Median time on study treatment. Median follow-up was not reported.
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- Bfr75% : Ibrutinib 420mg/d (H6MTiE) | 3. HriEIIARIARAL

LEIEVIRREE

iE (25mg/m2 ivd d1-5 , #CrCl<70mL/min/1.73m23I&R/120% )
- 1eflEE |, PRIFRE63S | 104IEBE T M TIERIIbrutinibf124M7 72

RRIARLERYT | 2HIEE LAY

« 6MMTFEFORRIZ100% ( CR 25% , PR 67% , PRL 8% )
*  IbrutinibEX SR iZ@IARLERN A EMEIEL |, alLAgEE i BAigEZaY

BIE] , IEIERERE

. T ERREL/MEAMICLLESbrutinbE AT

pembrolizumab/YliERAFR IEEFHTTH

EE A

LR

[3020]Combination of Ibrutinib and Short-Course Fludarabine in Previously Untreated Patients with CLL:
A Pilot Phase II Study.Inhye E. Ahn.et al. National Heart, Lung, and Blood Institute, National Institutes of

Health.
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(FIHENR VS (PSR FIRSSH < PATEEL

+  MDACCHRi&EIb (n=102) vs Ib+R (n=104)HIpEHIIIREIRIE , SR
=EHIZ(p5S3FE , n=27)

e BITAZE : b 420 mg/d; Ib+R Ib 420 mg/d, RTXx6H (375
mg/(m2-w)x4—1;X/H, c2-6

o FBERHEL : MUFRS65%, 37%TP53%E, 20%11qg-, 72% U-IGHYV,
38%

- H{ipEip25.280b)A22.78B(Ib+R), 79 (77%). 71 (68%)4x%LIbay
Ib+RiaYT

« By =M : ORRIb 98%(CR 21%/PR 77%); Ib+R 100%(CR
28%/PR 72%) ; BM FCM MRD: Ib+R 4.9% (5/5IMRDA{4) vs Ib
17.1% (1f5IMRDRB1) P=0.002

Burger JA, et al. ASH, 2017,427a
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1?15 & Vs (AhER+AIEE Ei‘m &

p=0.788
1,00 ke
150 . 9 A
-+~ |brutinib I Nl
e ¢ 0.754
== |brutinib+Rituximab S
i 0
§ o 2 050
o
iy 5
- :
< 50+ a 0.25-
9 N (Deaths) 2 year (95%Cl)
= Ibrutinib: 102 (9) 94% (87-98)
: ol = Ibrutinib + Rituximab: 104 (10) 93% (84-97)
0— | | | I | I I
0 6 12 18 2% 30 36
Months
: Number at risk
Tlme: Weeks [brutinib 102 95 84 72 49 28 0
|brutinib + Rituximab 104 92 82 68 50 28 1

. ZEALCIFE(<4.0 K/uL)B[E : Ib+R vs Ib 3.0 vs. 8.98, P<0.001

. JACREFE : Ib+R vs Ib 11.5 vs 21.18, P=0.032);

« RTXABEMEPFS, (H3X15CREH®R, MRDIKEE(R.

o 10 BAIb{RCLLARERTY, (BXHPLE B HRERE N LABAERTX
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iIFCR—Zia77 SFA2CLLAYIHAIIm RIS

% I H 8 ARE R
JIANGSU PROVINCE HOSPITAL

S{ERMN

FRT DA D3 5HIBE I ERER)
FCR 2RH)
100%(35/35) 100%(35/35)
PR 74%(26/35) 60%(21/35)
CR/CRi 26%(9/35) 40%(14/35)
BM MRDPE4CR 21%(7/34) 37%(13/35%)
BM MRDPE % 44%(15/34) 77%(28/35)

- ERERTRMNATE : 95(85-452)K
. 91%(20/22)CR%%793M MRDBBE
- 69%(9/13)PREEEBM MRDBIE(AZ5EIFELN <2.5 cm)

100%(35/35)
37%(13/35)
63%(20/35)
57%(20/35)
83%(29/35)

[496] A multicenter, Phase II Study of Ibrutinib plus FCR (iFCR) as frontline therapy for younger CLL

patients. Davids MS, et al.
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FCR—EAFFEERCLLAONEAIGRRIRIE @it

w ﬁmﬁﬂx;% WRER

SERRR MR AN(M-F U-IGHV)

.'r."’:j

60

40

o

2

Response Data - IGHV
Mutated (n=12)

I

—-

b

5
]

ali

CR/CR1 wrth CR/CRi BM MRD-
BM MRD-

e ——— s s

T e F T

,.,p...—r-.

[:N?r_r 3 cycles m At Primary Endpoint & Best Response
L

100
80
60
40
20

0

Response Data - IGHV
Unmutated (n=21)

[
i
-I Il II‘

CR/CRi with CR/Cri BM MRD
BM MRD-

t Respor

m After 3 cycles m At Primary Endpomnt m Best

o E{EBM MRDFEMER : 83%(29/35)

« M-IGHV 100% (12/12); U-IGHV 71%(15/21)
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iFCR—&:A7F S CLLAYIHBIG FRizt i <R

&t

. IFCR—Z8TTHISR{EBM MRDIBMEIA83%(B3EPRECRE
BT ENEZRRE STEFAAEMLSE | G ek
SECLLEE

- BNfFEU-IGHVES R CLLEE BEEEUE=AIBM MRDBM4

+ TILEM-IGHVIARU-IGHV , E#EREIYMEREEN , 77
(EEZRE = = S S =

« IFCREMSFEMEBEFIFCRIEY , G-CSFAIAESRTBIAIRE
PRI AR D B Rk

1.
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CLARITY trial : {RfhEEé+venetoclax;RfTR/R CLL @\ E B o Bt

léﬁﬁ’% 7, = V] e
« 5041 , FuBREESZER2(1-6)F,
CLARITY study FCR/BR 44/47(94%). 9/45
Bone marrow examinations (20%) 17p-, 12/45 (27%)
11q-, 36/47 (77%) U-IGHV
vV sl;? M’end point \V” © EBFRAS | BR+VEN 12
Venetoclax (400mg day) 6. 248MRD , 9&&&%%# :

« ATTAZE :1b 420 mg/dx8fE
T T 1) —VEN 10 (20)
8 20 22 24 26 28 30Months mg/dx1w—20 mg—50

- VEN and IBR stop at 14 months if 8 month BM is MRD negatve ~ M9—>100 mg—200
- VEN and IBR stop at 26 months if 14 month BM is MRD negative =~ Mg—400 mg
- IBR alone continues if 26 month BM is MRD positive

]II]II[[!
002 4 6 8 1012 14 16

[428] Initial results of Ibrutinib plus Venetoclax in relapsed, refractory CLL (Bloodwise TAP CLARITY study):
high rates of overall response, complete remission and MRD eraication after 6 months of comblnatlon .

heragx Hillmen P, et al.



CLARITY trial : (it fE+venetoclaxi@fTR/R CLL @Y i2sirer

iafr 81 R (64 Al+V)BMR R
38HIZ8AA. 6+FIBR+VENRIGHIAT RELFME. BMRECT

FrEEE 38 15(39% 3(8% 20(53%) 38(100%)
FCR/BRE&R<36H 17 9(53%) 2(12%) 6(35%)  17(100%)
BEiEidelalisib 7 3(43%) 0 4(57%) 7(100%)

FUESIERER : 1 Dec 2017
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CLARITY trial : {RfpEfé+venetoclaxjafFR/R CLL %Y E5 S e

40/5=/081H. 6+HIBR+VENKBM MRD (<10-4)

_ PB MRDB4: BM MRDBElt | PB/BM MRDJB:

FREEE 15/40(37%) 12/38(32%) 32/38(84%)
FCR/BRE A& <368 9/19(47%) 7/18(39%) 16/18(89%)
BEsFidelalisib 4/7 3/8 8/6
é|:|'Llf;
 IBREXSVENTER/R CLLMIS 44T

— {X1IsCEG==TLS

— AFURNNARRE. JUFYARUINGIE PR iRRE/ D & EN)
. FFEEZEYEZMRM, IBR+VENETT6H47%CR/CRi, 32%MRD

BRTE
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MURANOHRHS - VenetocIaXE*Aiﬁlli%*h%m{Zm
R !B CI I (I B g) ﬁﬁ!&ﬂx—}% FNHE%

28-d cycles

. BRI, B, FREIERRL |

VenetoclaxEEZ5E EPD.
ARSIt aERE2E
(D1C1FER)

Bendamustine 70 mg/m2 on Days 1, 2 of C1-6 “High-risk CLL defined as: del(17p): no
+ Rituximab 375 mg/m2 on Day 1 of C1, then |

response to first-line CT-containing tx;
or relapsed in < 12 mos after CT orin

10]0) mg/m2 Day 1 of C2-6 < 24 mos after chemoimmunotherapy.
(n=195)

FEIRE : FFUEITEPFS; o e g -
RBZA . IRCIHEPFSKMRDRME, IRCHF fw/ "N, ot 1318
fiCR — ORR — OS, Z&it "
R VEN + R (n = 194) BR (n = 195) E ol .
ch{IPFS(B) NR 17 <0001 § | b o

= del(17p) = — - 3 A

= AMEdel(17p) -- -- -- " |HR01?95 €10.11-0.26, P<0.0001
14 PFS, % 92.7 72.5 -- | 003 6 9 121518212427 33 % M
24 PFS, % 84.9 36.3 -- — S

Seymour JF, et al. NEJM .Mar22.2018;ASH 2017. Abstract LBA-2.




MURANOHRHAS#: B3, MRD, £&ENZ2T

VEN + R BR

R, % (n=194) (n = 195) OSEZEN=
TP
. ORR* 93.3 67.7 <ooorr VEN + Rvs BR
= CR! 26.8 8.2 .0001" -
= PRS 66.5 595 R — '::'1& OS: NR vs NR (H R:
Lok = 2l - 0.48: 95% CI: 0.25-0.90:
P = .0186)
Grade 3/4 AE {§= VEN + R BR
>2%n (%) (n = 194) (n = 188)
Slag el N 112 (58) 73 (39)
. VEN+R BR | Anemia  21(1) 26(14)
PB MRDAIE(n) % (" '104) (n = 195) /N> 11(6) 19 (10)
48 88 (45) 11 (6) AFRMEPIERIERR IR 7 (4) 18 (10)
Ak 10 (5) 15 (8)
98 121 (62) 26 (13) AR R R 3(2) 10 (5)
128 117 (60) 20 (10) AR a1t 6 (3) 2 (1)
(RINE 0 5 (3)
158 110 (57) 19 (9) = i 2 0
18H 116 (60) 10 (5) {EARFERER [ME 4 (2) 0

Seymour JF, et al. N Engl J Med. 2018;378:1108;ASH 2017. Abstract LBA-2.




‘ ~ i
MURANORERHF: 2518 @ 1ooossr

» VEN + REBREZFHZER/R CLLAYHIPFS
— h{s7PFS: NR vs 178 (HR: 0.17; P < .0001)
+ VEN + RIZBREZFIRESORRE AMTHEHIPB
MRDEB%E
—ORR: 93.3% vs 67.7%

— 18HPB MRDBAM: 60% vs 5%
* VEN + REXGRZAIRBEFNZ (0
- VEN + RENESREGEIEREZR3%
- 2518 : VEN + RER/R CLLEY—FtrERT A=

Seymour JF, et al. N Engl J Med. 2018;378:1108;ASH 2017. Abstract LBA-2.



Obin

utuzumabBXEEFIEREEATHERE &2

+ California San DiegoAZAURIE 7 —IAlb/IHFFAZS , AR
Obinutuzumab ( Gazyva ) BXATERIRFERIAT T RIVERMZ

él

%t

- ALBIRE |, ¥ia216 , E&/MER200 | iafr o AHRER 1g/m? d1-

3,

, B2~6frf2 1 1gdl) , H6MriE

HANTE , G (FEL7#E : 100mg d1, 900mg d2 , 1g d8, d15

- WiaPAIFR64% (R/R67% ) |, HliaRE17p- (R/R30%) ,

33.

3%7E1EL1g- ( R/R 20% )

« 1-2RAEREZ/992.3% (R/R 87% )

[1730]Obinutuzumab (Gazyva) and High-Dose Methylprednisolone (HDMP) Combination for Patients
with Chronic Lymphocytic Leukemia (CLL) - a Phase Ib/II Study.Januario E Castro.et al.University of
California San Diego.
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ObinutuzumabBX&EFIEMERATHE & 2w

- ESEIRMELLRTT | 3~4%MEEEXRMAEF9.5% ; #lia3~44%
PRI /938.1% (R/R 55% ) , #lia3 ~4Z% M/ /928.5%
(R/R35%) ; 14.3%#0iaM10%R/REE 29 =G , FORMERATT |
BUIEMRFAENEREHS. SIIFEE. BEREL

o #iB0ORRIX100% ( 23.8% CR, 76.2% PR) , R/Ri£95% ( 5% CR ,
90% PR) ; #{ubEiE22.718 |, #¥1ia9ZPFSH28.28 (R/R 15318 )
, OSFRIRZ ; 2IR/RFILGIH R mIARIE T

- 5CLL-11if3848LY , Obinutuzumab ( Gazyva ) RESXIERELAYE
THEMPRIRREEREI(E , ¥IiACRFIORRER , HREZAAF RS
ObinutuzumabsiFBE{EA . R/REYETTIERSR-HDMPG 23R E
A
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JCARO14 CD19 CAR-T&FFCLL : EBE4SE @Y iorisss

FD, PhSEEl], & 61 [40-73] yafrBIYMNE IR = B4
BEAETHE, S U[EE] 5 [3-9] FELENT T2
EEE?I?II;E—%CT 4 (17%) « ffi7 1.1x109/L
BEFERe 24(100%) . SHE] 0-76.68x109/L
o PRERHE 19(79%) Bl 0-76.68-10°
® BTKEPLCy23335 9/19(47%)

— CD19 CAR-T 100%#l
° * PR 3(13% :
Venetoclaxiiizg 6(25%) 22/24(92%) =L
B EEE N(% 23(96% 92 70)HI™ Ant=
o %;iﬂ%ﬁifz) & 16%67%; FEANERICD4 +:.CD8 +
. del(17p) 14(58%) &[]
B f24B4A=4(RT/IPC/PLL), N(%) 8(33%) B N
BEANRES, N(%) 23(96%) *%QEH@HUZ%é{Eﬁﬁ{i
. REETER BAIBEE] mm2 3093 [546-20406] P&/E . CAR-TAHAEIE
. FEEEPET FDG, N(%) 14/15 (93%) BInaive K21 |ZZHREEY
- SUVmayx, hfii FEE] 7.1 [3.4-27.5] HIEER

FHEREBAM, iz CERE] % 64.5 [0-96]

Turtle CJ,et al. ASH 2016;JC0.2017;35:3010




JCARO1445 [ F4BAESRCLLE RS

*
IE ~A’ & " ?' JIANGSU PROVINCEEHOSPITAL
'n ﬁ]ﬁlﬁﬂ;&—:—% M BER

IR AR JEFC(N=3 B5H)

FIEIKFE(DL) FTEIKFE

iwCLLFE 4 BB N=3

ORR (4w-CT) 1/3 (33%)
CR (4w-CT) 0/3 (0%)
B EREmE N=3
FCMPBBE (4w) 1/3 (33%)
EALPETE&R N=1

ORR (4w-CT) 0/1 (0%)
CR (4w-CT) 0/1 (0%)

Turtle CJ,et al. ASH 2016;JC0.2017;35:3010

FC

FraEsE
(N=19 B5H)

DL1, 2
N=19
14/19 (74%)
4/19 (21%)
N=17
15/17 (88%)
N=11

8/11 (73%)

7/11 (64%)

(N=21)*

PR ERENHE
(N=16 B53Hj)

DL1, 2

N=16
11/16(69%)**
4/16(25%)
N=14
12/14(86%)
N=11
8/11(73%)

7/11(64%)

CAR-THIEZU/Kg
« DL1 : 2x105
DL2 : 2x106
DL3 : 2x107

*1 pt died prior
to restaging; 1 pt
received DL3

**One additional
patient reported as SD
(IWCLL, PET) at 4
weeks achieved PR
(IWCLL, max 16mm)
and CR (PET) 8
weeks later without
additional therapy



RRENASSE—WEER
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‘ . JIANGSU PROVINCE HOSPITAL

¥$FC+JCARO14H B LR R
HIRRCLLEBIKRIPFSKROS

PFS 0S
PFS: CRIPR vs NR, p=0.002 0S: CRIPR vs NR, p=0.0004

g

‘;‘ 0 - ;@ 100

? L =

L ® g

w -

0 2 5

o 6 3

£ 0

£ q 74

- T — b =4\ |

b o CF e PRSE s v A gs mj;@g;‘ﬁf{

¢ 2 s PR 10 nPFSIR o0& ¥ =10 < |
? s Non-esponder (n=6): mPFS=1.0 mos Nonsesponder (1=6: 0S4 mos
L C L] T L] L] 1 L L L] L] L}
o R YR 0 6 12 1B A X

Time since first CAR-T-cell infusion (months) Time since first CAR-T-cell infusion (months)

Cy/Flu, JCARO14 dose level 1 or 2 (n=20)
Lymph node response by IWCLL (CT scan) at 4 weeks

JCAR0145“ JGBM IGHseq
1'/ \7J|J 1&’—1 Em BAILJ\

14/17 pts who cleared BM by flow had BM IGHseq performed

IGH deep sequencing of bone marrow in patients with no CLL by flow:

The index clone was not detected in 7/14 patients (50%)

PFS 0S
- ~ 100
100 é
80 E 80
E 60
60 o [GHsaqegative (n=7): mPFS=NR 3
0 = |GHseqposiive (=T} mPFS=E5mos = 4 s [BHiseq-negative (N=7) mOS=NR
g o |GHseq-posifive (N=7): mOS=NR
o
>
2 p=00253 o 2 p=02
0 Y Y Y Y 1 0 Y Y Y T 1
0 6 2 18 2 XN 0 6 12 18 24 Kl

Time since first CAR-T-cell infusion (months) Time since first CAR-T-cell infusion (months)

mPFS was also longer in IGHseg-negative vs IGHseqg-positive pts
(p=0.06) with CR/PR (IWCLL) and BM negative by flow

CD19 CAR-TERFHME %mr%&ﬁ’]mFCLLE’J%Q a1y

Turtle CJ,et al. ASH 2016;JC0.2017;35:3010




Current Treatment Options Frontline

‘Q ASH 59th Annual Meeting & Exposition
) Atlanta, GA * December 9-12,2017

* |brutinib

CLL Patients with
TP53 Dysfunction

* older regimens (HDMP, alemtuzumab)

Relapsed/refractory

* yvenetoclax

« idelalisib + rituximab
+ alloHCT

If no prior ibrutinib:

* ibrutinib
* yenetoclax

 idelalisib + rituximab
« alloHCT

Possible Future Treatment Options

f* ibrutinib +/- CD20 mAb
* venetoclax +/- CD20 mAb

+ 2" generation NA combinations
G

"'\\

* ibrutinib + venetoclax (+/- CD20 mAb)

J

T

ibrutinib +/- CD20 mAb
venetoclax +/- CD20 mAb
idelalisib +/- rituximab

ibrutinib + venetoclax (+/- CD20 mAb)

2" generation NA combinations
CAR-T
alloHCT

\

4



Current Treatment Options Frontline CLL Patients with Relapsed/refractory
Intact TP53
* FCR 59th Annual Meeting & Exposition
"ﬂ\}‘ ‘%ﬂ ASH Atlanta.GA-Dccembergé—IZ.Z[I)JlT
Young, fit IGHV
i';n )
Nt FR + ibrutinib
2 e * venetoclax
. BR * idelalisib + rituximab
@+ Chi +anti-CD20 mAb " (DT # O
Older, fra“, IGHV |+ ibrutinib * idelalisib + BR
f,,ajr?
Ue" [+ Chi+ anti-CD20 mAb
* jbrutinib
Possible Future Treatment Options
"+ ibrutinib + FCR R |
Young, fit + venetoclax + CD20 mAb £ &)
+ ibrutinib + venetoclax (+/- CD20 mAb) lbrutinib +/- CO20 mAb
+ 2" generation NA combinations : * venetocla +/- CD20 mAb
. 4 * idelalisib +/- rituximab
"+ BR (IGHV mutated only) D | + 2™ generation NA combinations
* ibrutinib +/- CD20 mAb ' _* CART y,
* ibrutinib + venetoclax (+/- CD20 mAb)
.+ 2" generation NA combinations



m I A& AR E B
.......................

CLLEERZSairmEIThH#E

ACCLLIGTT I IES KRR
CLursiHs




VA o L2 AAEEE

- AT RETHMEN S FRIFEARIS B E R AT B EEINE

- WTFEAHEE ST EHNTEGIIFREar) e R
RHERTEIN ZE D E iR SekE21 B

+ ATHENRITHRN , FEHEGITNCRAESEL  AES
SUHEHEMEREHESEIR | MBESZIHLEMRS

(E
‘ E Prepublished online March 14, 2018;
doi: 10 1182/blood-2017-09- 806398

Guidelines for diagnosis, indications for treatment, response assessment
and supportive management of chronic lymphocytic leukemia

Michael Hallek, Bruce D. Cheson, Daniel Catovsky, Federico Caligaris-Cappio, Guillermo Dighiero,
Hartmut Déhner, Peter Hillmen, Michael Keating, Emili Montserrat, Nicholas Chiorazzi, Stephan
Stilgenbauer, Kanti R. Rai, John C. Byrd, Barbara Eichhorst, Susan O'Brien, Tadeusz Robak, John F.

Seymour and Thomas J. Kipps
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FnEE-iwCLL 2018
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‘ . JIANGSU PROVINCE HOSPITAL

1l 2 H CR PR PD SD
b s JG=1.5cm e A 2R gn b | B A 2R Bl | -49% =
=50%* 2% W o 19 | +49% %4k
H=>50%

R (ele) | BB ORI 7 <13 | e Ak 2R g /) | B Bk 2R Bl | -49% =5}

AEE I k: ) cm. AR R/ | =50% S R Ja B | +49%A8 4L
E 5 I =50%

4= Bk G {EAn] {EAn] AT Anf

b BE gk B2 | 1ERY ¥ AL 2k Wl b | B Ak £R 1Y | -49% =

£1 Bt i1 % >50% Jin=50% +499% 5 {1k,

1IN RY 74 >100x10%1L >100x10%L 8% | ¢ 3t 28 3 | -49% =
e 3L 2R 14 hn | b =50%(4k | +49%F 1k
=50% 421 CLL)

M2 85 [ =110 /L{JCH | =110 /L 8557 | & B 28 F | B9 & <110
M. AHfEer | B 28 B hn [ BFE = 20 | oL skipedisk
£ At B 2D =50% /LR 22 T | B9 hn<50%:x0k

CLL) PR TR
=20 g/LL

i IEfdaiie. JC | AFECLL 40 | CLL 2 M | ‘& #E R i .
CLL g4ifia. JC | 88 B 3k 2 7 | B AL &R 18 | 284k
B #k o gh . AW n=50%




- HMNEFMALCOEESMNE MARE S ZEFITTEN) <4 x109/L,
+ MSIRERABEEMN MBS,
v eFRinET , MRANEHRFEERSE | FITINERECTIEME

, MBZEEHRKIEMN <.

5¢cm,

. INMEIEEARAEN ARSI,
v eFRRIeT , RAMHMERTFEITIEERCT AR | TTHEBER AR
PRI, EWEIPREHE : SKERKEL cm, BR
IS KA RESERTLR. EENEITRBMEERNE

, FFER B 9RE A

-+ TRIRERNESIER.

ST R ISR R,



SeR R -

BZHSRA4

IIIIIIIIIIIIIIIIIIIIIII

A

- [MZARET
v iR ZEEB(ANC) >1.5x 109/L,

3 GNESER TN

vPLT>100 x 109/L,

vHb>110 g/L(F4I4RpEENE).
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- AIREIEFIECREN , FEHITHEEZEIHA (IRA+iE
(vl

- E/HERSHERBNINIERESE |, ARG ERI B
BCLLAESRRE. (3FARIUMRD )

- ERDTEHZ2NA | REEEEERBERT | MNE4

B E KA , F/NE MRS REEfk. B
= BRRUWTEREHERAMEIZ6TH,

- IEFRI(FF , REEEEESEIHHCREVRATEIBESE.

- CRI FEHERE TS | RISFEFERESCLLERINR

. MMM ePIERZERRY | SRS |
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A 73 8 AR E R

A 3
Y 2 N L5808 E

- EEREHEXNEFRREIRRNE , a7 /ah
HMMRD (BB @ <104) . MNIgSRiFh
MRD 75 ZRIBURKIE N (E FRVZEZRZEEY (1 F
BN EEE), NIREMRDIBMRIES HATE
1Zinf7 BE BEHEEPI(MAR S EE

%
R CREZHIELH).
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ﬁﬂﬁgﬁﬁg_ Agﬂﬂ{q; O\ R

SR EUR > ZiafTBIRY50%.

- SEZBLCRBSLE/N ( BEEmEEN2 ) EXAT ¢ MBS
48/\50% , BFF

- SELHIR GRS ISR R A B A/ NS R (IR AR
INIETRAERIMEBEEE LR I61).

o TSHAIMBLEIEX , TR ARG ARIMESE (B <1.5acm) . /Wit
B4 (H12<1.5 cm) IBX<25% 588 NX.

o« M2 CTIREEMZ N oI KBEIEDa/ NS0%EIREIER. afra
¥R RRRR AT BEXT CLLEY S B E2NmaR /N,

o« FMZETTERNZ T S ROBP KRFIR4E/ NS0% IR E1ER . A2ECTiIm
MERIFHIEARNAZRCLLER RN 5% . REETIRARREE
R CLLE R AT A N UEAFAEA/N,




——
ER5YEAR—BAS M 8

. ISR A R —T:
v PLT>100x109/LeifBXJH=H === >50%.

v Hb>110 g/LEVAEI R >50% , BT
AL et




« PR-L : PR with lymphocytosis. L5557 (U=
fNH) eI e SEHE MG, e d
=P, SNEILMEMEEZESHYIEREX |, FH
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