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Disclosures (2)

- Content is presented and referenced to the best
of our knowledge

« In order to teach to a broad audience,
generalizations on CLL are made. However, CLL
can vary greatly person to person, and the
details of a patient’s CLL are critically important
in specific recommendations — I encourage
discussion with your doctor if questions arise.

- Please do not copy or reproduce slides without
written permission from the author(s).
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Historical Treatments and Survival

Survival Relative to Age-Matched
Population for Rai 0 Patients Age 65-74 at Diagnosis
100

P<0.001
80 -

40 -

% surviving

=——— Observed CLL
gy | === Age-matched population

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Years

Shanafelt et al. Cancer.2010;116:4777
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20 o = Ibtinib with defi7p (n=63) ."h1
Ibrutinib without delt7p (n=132) L
10 o ==ee Ofatumumab with del17p (n=64)
== Ofatumumab without del17p (n=132)

In the Era of Novel Treatments:

1 L Y r
L i Ibrutinib Ibrutinib
- without with
%, - 1\ del17p del17p
LY Median Time (mo) NE NE
% ™. |Hazard Ratio 1421
]

§ | (95%Cl) (0.771-2.620)
1 | Log-Rank P-value 02575

1ﬂ'--
LU L 1T .
g "=l

0 3

6 9 12 15 18 21 24
Months

- Even with high risk del17p, patients treated with ibrutinib did well

» Other studies also support that traditional markers in CLL not as predictive in the
modern era of treatment options with ibrutinib

Brown et al. Leukemia accepted article preview 8 June 2017; doi:10.1038/len.2017.175
Kipps et al. Hematological Oncology. Volume 35, June 2017 Issue Supplement S2.
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Leukemia in the US: 2016 Diagnoses

60,140 new cases

other
CML 6.420

(10%)

SEER Database, 2015 Cancer Statistics, posted April
2016. http://seer.cancer.gov/esr/1975 2013
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NHL in the US: Subtypes

~65,000+/year
am» @
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NHL in the US: Subtypes

~65,000+/year
L N

B-cell (85%)

Aggressive/Highly
Aggressive

(30-40%) (60-70%)
« SLL/CLL « DLBCL
« Follicular (FL) « Mantle Cell (MCL)
« Marginal zone (MZL) «  Burkitt

« Lymphoplasmacytic (LPL)
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Chronic Lymphocytic Leukemia
- US Epidemiology:

* Incidence: ~19,000/year

+ US Prevalence: ~130,000 cases
« Median age at diagnosis: 71 years
« Male to female ratio: 2 to 1

» Immunophenotype (CD5+ CD10- CD23+)
= Differential (FISH)

&.‘ Siegel et al. CA Cancer J Clin. 2015;65:5.

Maslak. ASH Imagebank. 2013. Image 19393.
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* Generalization for “typical CLL”

LT K 11. CLL & FH
MEE W2 R, AR AR ESEECE RS, (B TR A . AR, ORI AR G, DMER AR E,
AT R _ B NE T . tnRE R Z RN, AT Ak, W% e WM, e f B T34 160 2

JEC A2 W2 ]

12/ 90



2 RS MR 2 40 MY 5

2017 %7 H 12 H

&= A: Danielle M. Brander [E2:18 1

¢

LEUKEMIA &
LYMPHOMA
SOCIETY"

FCLL diagnosis: T N—

Normal

phenotype*

CLL diagnosis: |

Blood
Lymph node Biopsy

Bone marrow bx (rarely)

= CD5+
= CD19+

= CD23+(bright)

« Immunophenotype

= monoclonal B-cell (light chain restricted)

=

0

= CD20 (dim), CD22 (dim), slg(dim)

Ic‘-" CLL

SAICaRe CDI0

| T-cell marker*

B-cell markers*

* Generalization for “typical CLL”
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I CLL diagnosis: B I

% s Normal iy
phenotype I | cLL

Blood
Lymph node Biopsy
Bone marrow bx (rarely)

« Immunophenotype
o monoclonal B-cell (light chain restricted)
> CD5+ | T-cell marker*
= CD19+
= CD20 (dim), CD22 (dim), sIg(dim) B-cell markers*
o CD23+(bright)

« Distinguish from mantle cell lymphoma (MCL)
= immunophenotype
= FISH: t11;14
o Cyclin D1

* Generalization for “typical CLL”

ZI4T B 13. CLL &ir: =#&
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o CLL vs. SLL vs. MBL |

+ At least 5 x 109 menoclonal Beel]g /[ *
C LL + May or may not be symptomatic

monoclonal + immunophenotype

« Small lymphocytic lymphoma

* < 5x109mBcells/L*

« + symptoms, cytopenias, LAD,
or splenomegaly

Hallekeet al. Blood. 2008;111:5446.

Marti et al. BrJ Haematol. 2005 ;130:325.

Shim et al. Blood. 2014;123:1319.

Biology:exploring life online. http://bodell. mtchs.org

* some variation in definition of malignant vs Beells

ZJ4T A 14. CLL. SLL % MBL ZJaJH%tEE
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o CLL vs. SLL vs. MBL U

+ Atleast 5 x 109 monoclonal Beells/L*
C L L « May or may not be symptomatic

Iymphoma
monoclonal + immunophenotype ol

SLL

M B L + Small lymphoeytic lymphoma
* < 5x109mBeells/L*

» Monoclonal B-cell lymphocytosis + + symptoms, cytopenias, LAD,

+ < 5x109mBcells/L* or splenomegaly

+ No symptoms, cytopenias, LAD

or splenomegaly Hallek et al. Blood. 2008;111:5446.
+ 1-2%/y progress to CLL R R
. 2_5_5% or more of the population Biology:exploring life online. http://bodell.mtchs.org

* some variation in definition of malignant vs Beells

ZJ4T K 15. CLL. SLL &% MBL ZIAIfI%}EE
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gip, W HS RS BN MRE AN, R RS MEVEMR A A R BT, R X R E bR L
HAAEIEWRE LA, WIFRI XA BT T AR o0 B 4 ARtk A0S 2 A AE . ICPDREIFARANE W; 3G 21k 5%
s UL R BB A IEE . AN, BOSFE MB P AI B 2400, AN — 8 R 18 bk CE 20 M P L BN ok 2 A R . I

AT & T IR R,
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CLL: Dynamic Monitoring vs Treatment

ress to
ent, 1/3

- Rationale against treatment on diagnosis for
asymptomatic patients

ZIT R 16. CLL: ZhEBEWSIHTHISTE
Fotit, mMEELESWRIES M. RIS PRk g i B R e A BT T X e E R, U
5 RIS e T ) B A3 B . ISP Ibk EE I (1 95 R I 2 AR R, i ELRIBEIRAZ VA 1O K 22 08 3 i BB bk E2 4 i
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FAEWE 7 T Z R RIS, — 5 R T 7 ZE AT EIRYT . 20 25-30% 18 bk 40 A 1 i s 15 3 7K A 75 29697
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17/ 90



P B 18 P Uk 5 4 i 15 L ‘ LEUKEMIA &
2017 7 A 12 H %= A\: Danielle M. Brander [% 2:f# |- SOCIETY"

CLL: Dynamic Monitoring vs Treatment

ress to
ent, 1/.

/
/
5
70-80% of all

CLL patients
will require
therapy

- Rationale against treatment on diagnosis for
asymptomatic patients

e S

KT R 17. CLL: BN 5ET

2] 25-30% M EEATFEIRTY, RIZ) 70-80% B #H R &K FEYGYY . K2 BEEmitEEE, BESERRT. X
FEUL AT RE T o, (HIRBERMEEWRE, LBNRBIATIERITH, ST T BB ATMIGYT . AR Bk
SR, AR RRR VA A T2 PG mT S HE VAT I XU DA S AE B 30 3t o B AR P bk EX 40 B 1 I & YR T I, (HRIX
T RGBT o A — e A i (R FAy B2 AR 3 mT DUBKEIE Re G e, VS RIS T AT AR R B2 9097 . AMY
R IEFTIRTT, MSLhs EAERER AT GEEIT S EE — R,
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& ......fiU_.Q

1. CLListreatable, but not curable*

LT 18. FoRER B SARTT I SR 2

ARITBETTHRIR R ———EZIRAIT A, BRI EATPAG DR IR, JF T igiaT . (B APk
SEREEMER &, BREIEMEGE A 2 eI e, EHATNAE. XK ERE AR GETEREsik s
RN WREFE R I, ARSI E AT SR TIE RO, AR AR ST E G s B ATA R A
ZLEG LU /KT, TSI B2 AT AR PRESE RN, BATREA B BATUAT IR 7 2 5 I B RS 8 bk EL 40 L I
L. Vr2 BRI TS DURIXAER, KRBT — R TR LS, BATRAAEIR YT 2 )5 Tl m 4n K1
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o Rationale on asymptomatic early therapy

B2l

1. CLListreatable, but not curable*

2. Studies of treatment at diagnosis
vs. treatment on indications: no
difference in survival

LT A 19. FoRER BAETT i JR 2

FATVEAEIR T TR B 138 AR A ——BR AR SR & BAE——2 £E 20 tHhed 90 FAE 21 e ), 347 17—
FEONRAR WS, DARZEREDN (BARICaHT  BIZEZ AR RS NESE, PP E 2 B3, KSR H e TIPS
RRATIZ WIS Xof b2 B 8 H BRGS0 IR 32 52 7 R B AR DA IR R iR AT e KM AL . X 9k200T i BRI A
A AR, AN AR——EHE TIREI FCR GRUARIE. IS AR Z 8 Bhi) —— BBz hnssieyy A
WA IRYT, AR MBUEIR BT SR T IE RAIE Z R Iaia iy 8 (ELIAT Fr EUME NS 2o, BRI 35230 798
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1. CLLis treatable, but not curable*

2. Studies of treatment at diagnosis
vs. treatment on indications: no
difference in survival

3. Not all patients will require
treatment and all treatments
have some side effects

LT 20. FoRER BAETT I SR 2

FEOREEZ WV 53— s P IRyT HEERL AR AN as TANWT HE BRT (A7 v —— DL SR 1 M 58 22 00 FO B L
B R AR B RAR TEE’JJ?I**iHﬁTﬁE%ffE%Eﬂg%ﬁﬁﬁz\?ﬂﬁ’*fﬁiﬂﬁﬁﬁﬂﬂ, 7 HL e S e 25450 iR T 4
Blan,  HHE B0 EF NG ibratinib V697w XU IS PR A e e, b — IR TRRAE B I AT . R
T B A AT HoAth B A A E BT TR YT IR TR A ), IUE BA T 9 By il A .
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o

o Rationale on asymptomatic early therapy

CLL is treatable, but not curable*

B2l

Studies of treatment at diagnosis
vs. treatment on indications: no
difference in survival

Not all patients will require
treatment and all treatments
have some side effects

After treatment, the CLL can
come back with more aggressive
cells (“clonal evolution”)

LT A 21, TRk B gia T i R 2

a2

AT RIS AR BRI 18 R IR 20 5 L 4 S 58 4 AR R, (L IRATFIIE TS DA IR AR

B, BATH A — A B RN LUK A A RN BUR R Z 57 . iR T, EAERRSS (BURERMEREAR) 40/
HRHORIE, ARE A AR R . BRI — RO 53— AR PR OB ATTAR & A X IR T IS AL
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Treatment indications: Risks vs. Benefits

Amazon.com.uk

LR 22 I EMNIE: X5 Ra
UG ARSI 18] R VAT TIERDE, XA RZPER AT 4. WA pTE, Pra ey #EAUE SR A G . 12
WERRY, ZBHEIDRTTENUER, IBASERIMPrA KB —— R TR )7 KR —— U # AT T e 18] S F R 6 T i e

BUERATIE TR FE R, DO AMNEZHINRYT, R A AR WK H R4, DU H bR
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23/ 90



BB 18 P bk B2 40 A 5 IO ‘ LEUKEMIA &

L . LYMPHOMA
2017 47 H 12 H %= N: Danielle M. Brander [ 28+ SOCIETY"

CLL/SLL: Indications for treatment

» Confirm persistent!

Disease Symptoms
+ Fatigue
+ Night Sweats
« Weight Loss
+ + Affecting quality of life

Bulky Disease
- LAD

Cytopenias

« Platelets <100
« Hgb<u1
+ Refautoimmune complications

+  symptomatic
- >90-10Ccm
«  Splenomegaly

* symptomatic

* 6cm+ on exam
+ Rapid WBC increase*
« Doubling (over 30K) <6mo

Hallek et al. Blood. 2008;111:5446

ZIXT B 23. CLL/SLL: YR¥7i&SAE

BARE U ZAFEEMNIE, {5 International Workshop on CLL (iwCLL) X — [ pr 5 FlA T b5 Bk 4T T el s s,
AEVERE AL, (HEE BN =A FERGSER . BEATE THEHEN, JFE TEEF— R, "ENE,
AR A, T HSE&G . FARBOA SORAEHTC G, XA ] U2 P RN KA, REIRIEIEH .

B RRPHRAAER, B AT E Ry B ADREIAE: 957 BT ERE A . WA B BRI, ik
LG AT 0 A o R PR BT R X . [RIRE, BRATT BT daie 7 R KU AN R 2 o

IO, IR R4S, JFSBUR R, BB AR, HHEIAS TR B ST AT, R
R/NFRERFE R R . AR RO Bl (5 e ol B2, DURA 2 A DU HH IAE R B A S B IR) . SRR A v B A v
T 400 Z Fir xR LA I e, (E DR AT I R i 1 B

B R MAEID . BAN SRS, BRAF MR B (R A ek m A, BA AT B s e, R RLZ AR
et Ve AN P PR, AR IR B B B B . XA, BRAIA R ZFE R B E, RINMMEEHE
FER L. (EN THELe 83, M RE, $TEDT, S EAEhd B o (A SRR P LA A% 5, (HIRATT AT DA 32 2 I A7 AE
HEAGENAE b 1 AR AT - [FIRE, PIRRSZ AR A, WURENTAR A SR, EIXFREIL T, RIEAY
Wi 45 PR 2 4 R AL /N B SRR I 21 B B /B B (E G ROX S R A, B M BUAEIA 1 B B S B R A s e, X =
ANy (B — R IR D O AR R YT SR A o
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CLL/SLL: Indications for treatment

» Confirm persistent!

ptoms

of life
L~
Disease

No magic
Cytope WBC
. e threshold in
the iwCLL

indications!!

LT B 24. CLL/ISLL: Y8I7 & RE
FTPA, MIERIBA A F RS ] e BN FEIZE A A A% Ho i T A0t 80 B aEI T, Bilse e Em, RoyHARA
MRAIABAR S, MG FR gt NZHZ, P8 A A I AR S b ol R e v B gl p i B R B fR BR T .
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raditional Prognostics: Staging Systems

Rai  Findings Survival (mo)

0 Lymphocytosis only | Low risk (Rai 0): > 10 years |

1 ;

II

III L - ngh nsk (Rai 3'/4)”1T 31;(ea1‘s‘ —e B |

v Lymphocytosis + platelets < 100 30
Binet Findings Survival (mo)
A Hgb =10, Pits 2 100, < 3 involved areas* > 120
B Hgb 2 10, Plts 2100, 2 3 involved areas* 84
C Hgb <10, or Plts <100 24

*Involved areas include cervical, axillary, or inguinal nodes, spleen, or liver.

Rai et al. Blood. 1075;46:219.
Binet et al. Cancer. 1081;48:198.

LITH; 25. A BURIER: A HR%

ALl BATidie T RBF IR, BAEER, DR AR, BN THATRTT . ME R AR R

RAATE S TR %zkw$%ﬁW%ﬁ%v$me,rﬂ~ﬂz LT BT, AT
LA, TRV TR LR ST, S0 SR  CET Rl

o BT %%T%ﬁTﬂm*

PR 5~ ARG R, KL P LLHE S T BRI, IR T R AERIeinsT, 2 hn s
A BT EAME AT . RABICEAEE D ZHE L, 4 TRAIMRT T,
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IT

raditional Prognostics: Staging Systems

Survival (mo)

risk (Rai 0): > 10 years |

[JITUCYTLU

Treatments and
supportive care
available very
different today

Rai et al. Blood. 1075;46:219.

Binet et al. Cancer. 1081;48:198.

LT h 26. LGEHIBURTHER: DHRS

Wk, HHELAE, RANPUE RERAF R BRI =0 A, TR fE & b1 Tl ZR 2, Rai
A Binet 7381 CHRAs 3 At X T g ) BEI AT T3 See sas e AIm R A 2. SEBr b, XM s B A Bh 1 3% T
MEMIERE S, REMHBIEME L, 25 NI R, B0 5 R T AR v R R XS EAZIAT R
LT PTE, XN R GEAE 70 A1 80 SEATT R, BUEIRITRE TRIRKAR . BRI AR PR BRI A 1S 2.
(EPCE S B AN ERYE I LA FORMRRALTE R, DU AEARH AR ACRT,  ORAE Ja T AP A 38 B A
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B Understanding CLL Heterogeneity .

NEXT GENERATION SEQUENCING

(t T o

3 B
Characterization of reorATHEHE ErATON
CLL Heterogeneity

i c es
o= gpigen®t o

0
p-\“s;:‘-“:" = @ ALTERED SPLICE isoroR
S s
s RS Transcriptional Alteration

Ul
o RKERS
:I\N:_XPRESSlON PROFILES AND MA!
mRl

® /GHV MUTATIONAL GROUPS @ NOVEL CLL DRIVERS CATALCOSH
T RS @ CHROMOSOMAL ABERRATIONS ® PRECISEENS
% s “~__® EVOLUTION OF GENETIC ALTERATIONS
Ge
netic Alte
: rations
. L CHRp, oy,
MRipg;s

® MECHANISMS o

MUTATJOML
SPECTRA

1980 1990 2000 2010 “1 12 13 ‘14
1 1 1 1

Gruber et al. Seminars in Hematology. 2014:51:177.

LT hH 27. THE CLL Rtk

R R G EIEA), BATA AR E 2 HEAMG B ? XRLMUT A WA IRH £, ERBRNERAET TP ira N
7, T T RIS, JERES OANERA, M 20t 80 EAREIE) , BREFIRXA, HARKRKIM AL K5 bl
B — NN, A BT BB S TR B 0 B 2 5 I PRI ST FU B, BT T oAb bR 4
Hur e 1B E O A M A FRRRE, DL IR 6T T n] fE R 2L
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[ Understanding CLL Heterogeneity .

NEXT GENERATION SEQUENCING

Characterization of
LH r nei
CL ete oge e|ty ne fmf:?;;eﬁwﬁ__-

@ ALTERED SPLICE \SOFORMS

oEr P CATALOG OF =
SERUM 3 PREDISP
5 R MARKERS SPOSING

\”mb VARIANTS
Markers

Do NOT change

need/indications
for treatment

Gruber et al. Seminars in Hematology. 2014:51:177.

LT hH 28. THE CLL Rtk
W, RREYARS, THARRMELEE . HEANIZEREA W IE I AR S E T RS HKk, T i

SER KBS SR EE, FOVENIAR IR . RS, WREHFTIFZRE, BATARRYE R G &M r &Y
I3, AR R 25 R0 R = o

ER R T RRIA TR 7T GRITIERAERNRTRED , BT 1 R0 VAl i XU 12 P 00k A P s, A U
REEFREMARIZSR NS NSO ZITIRIT, BARVENISA B TG T i
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IGHYV mutational status

IGHV-unmutated CLL with limited SHM IGHV-mutated IGHV-mutated
IgM*igD* CLL {e.q. IGHV3-12/IGLV3-21) IgM*igD-* CLL Ig® CLL

Kipps et al. Nat Rev Dis Primers. doi:10.1028/nrdp.2016.96

LT A 29. IGHV RERZS

WAREAE R Z FRARIZIIT s A S R AN 2 A 25T, B S HURFREMA ¢ (R VR 4RI F s 214
BAERREY) . BOANRASIREZH DR B IR MBI R R L —, L7 RS S0 T2 15 78 ML s R i FhoAs 0 2 1

= Y
=X

IGHV (G Eerk 8 A EAE AT AR X DA 50D 2 T S RGN B PTG A A BLAR 0 — B G5 M B o 2R IRAT
RATBATH AR IS AE S, BATR LR MR ISR LR R bk . BATRAMTCIEE o aehe 2 Mtk r 2 EE . K
U, AF—A BRITONRE RS, FATR M AR5 5, JUHREDUE, JHEHR N ARAR . XA T4 2k
HE WA L —MERARED . B T4 IGHY RN EE AT T IR, (B AERA) , AR
A2 IGHV [ 835 T REi it fit BE 18 BUKIE AN 23607 . e —AME TR T U R RS EAEEA T B
ML AT AR, XA AT REMI B ATE I IEAR B, BRUMIE R DU T BA TR R AR S (HAERMIBLL T, RAGRIREHE

A — A AR

30/ 90



2 S MU 240 e 5 1
2017 47 H 12 H

&= A: Danielle M. Brander [E2:18 1

¢

LEUKEMIA &
LYMPHOMA
SOCIETY"

FISH

. Late 1980-1990s: FISH (interphase)

Chromosome Interphase
banding cytogenetics
n % n %
Trisomy 12 112604 19 36/245 15
| Structural 13q aberrations 62/604 10 120245 53
Structural 11q aberrations 49/604 8 48250 19
Structural 6q aberrations 36604 6 18/208 9
Structural 17p aberrations 22604 4 201243 8

N EnglJ Med. 2000;343:1910.
J Mol Med. 1999;77:266.

ZJfT R 30. FISH R &

PERIPF 2 DL TRE——RA T EE N ——R IO
FeR oy A8 5 (BRAL) I, 1 MARAE N 11 LS 40 ML R 2R i oA R TR 268

(FISH) f s, XA MREr. HIRATHRIX LLH
REZR. XEAZPENSANER, &

A HBE —fedi gl , AE B R b . Kk, EAIARE T LENILAC B B HEEE R . R EELE FISH
A2 13g %, MXAZ LA .
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F (Brief) Summary of Genomic/Molecular |

Prognostic Factors

* FISH defects
— 17p deletion
— 11q deletion
— 12q trisomy
— Normal
— 13q deletions

+ Unfavorable

Hierarchy

Favorable

LT A 31, ZRAITHE RRR B S
FISH A & 5038 1 FATx 12 PRIk CL A 1 I3 22 A PR RO BRAR, WX sK&IAT ik AEIEW IS DU N, A FISH A 20 il 2122 5
TR ——ROMRIEZ R, 17p RAFEER, MHERMNTREAR, R0 13q A, HMERNTPEZE.
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Prognostic Factors

* FISH defects
— 17p deletion
— 11q deletion
— 12q trisomy
— Normal

Hierarchy

— 13q deletions

f (Brief) Summary of Genomic/Molecular |

Unfavorable

Favorable

* Immunoglobulin heavy chain variable region (IGHV)

- £ 2% mutation = unmutated
- Unmutated: higher risk

KT R 32. ZRAI» THERRR LS

i—’l

AN IGHV RASIRZSI , EiRA By TR At A S B DL B IR 7 IE 3SR
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* FISH defects
— 17p deletion
— 11q deletion
— 12q trisomy
— Normal
— 13q deletions

- < 2% mutation = unmutated

- Unmutated: higher risk

« CD38 status (2 30% = higherrisk)
ZAP-70 status (2 20% = higher risk)

Hierarchy

[ (Brief) Summary of Genomic/Molecular |

Prognostic Factors

Unfavorable

Favorable

* Immunoglobulin heavy chain variable region (IGHV)

Often included with
flow but IGHV more
importantand less
variable

L0 R 33. ZRAIp T HRERERNBS

Ak, BE R IR RS CD38 B ZAP-70, i HixX Eia#h 5ARIRA IS, HIFE 100% H5RARAHHE
*Ko Kk, —KIE, BARMNEIRAIRIE T kS E A EA], ERIAN IGHV RARIRZES L CD38 8 ZAP-70 F#E %,

3 JE R PR s 75 K% b I P ]2 i AR 0 7 3K
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Responses IGHV UM and novel agents - ibrutinib

& 10

< LK‘—H_L Mutated IGHV (n=12)

2 084 - A

] ——‘_‘_‘Lm_m_«_.

o T

5T 06 Unmutated IGHV (n=69)

0.z

[

53 0.4+

z

= 024

-§ P=0.67 by log-rank test

& 0.0 T T T T T 1
0 5 10 15 20 25 30

Months on Study

* Included all previously treated patients (median 4 prior)

N EnglJ Med 2013;369:32

LT R 34. ERZR IGHV BEHIMERFZ: ibrutinib

WP, WA RAEMTE RN AR, BOER B EAT IR AT 70 S VP0G B DA DL SR TT OB, (R4t
I . NRMIRE T HA EEED, IGHY RADKE R R, FEEN R GXRALMEL, RRRGHEMNTREEE KR
JrRIA L) |, VEY7 IRNAR S R GF T8 2, JLHE ibrutinib. 352, X2 BATIIEIE FEZhREY), (HiX ] gekd
75 I [a) it e i 422

35/ 90



T2 1518 P 2 4 e 5 o

2017 %7 H 12 H

&= A: Danielle M. Brander [E2:18 1

¢

LEUKEMIA &
LYMPHOMA
SOCIETY"

Overallresponserate

100% -

80% -

60%

40% -

20%

35%

Responses and Progression rates for patients

with CLL & TP53 dvsregulation

Responses

ECR EPR [ PRL

83%  ggo  79%

CIT

Novelagents

Rossi et al. Leukemia & Lymphoma, DOT: 10.1080/10428194.2016.1250264

ZIXT A 35. CLL Fl TP53 2k i 2 i) D& gk f R
XKL R R S o AR R FRATT Il A X S bR B4, DA EhIG TR . O NR R B X — S 002 17p $k, Hgk

HATP53. AX. WANHKEEWNEEE—— T EEREE R, REENWIGEITR N — A ERE—EEXH
SR — T, RIS I R e B SR 25TR YT, MR A S IR . XA RN RV B — e RS (FRATTHE R
Bt — ) , HEDLE TPE3 KIHMEN T, FISH &M RADRS K E EEE T eI AR B 0T, BURE S
A X AR SR B T RN AR
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Responses and Progression rates for patients

with CLL & TP532 dysregulation
Responses Progression free at 12 months
—— ECR EPR mPRL 100%
83%  goy  79% 80% 4 % T9% qpy
o 80%
g E
@ % <
2 6o, | o 60%
2 2
2 B g
= a0% 4 35% g 40% |
- o~
- - g 22%
o 20% - 20% 4
7%
0% 0% -
& o © & + & & © & &
P £ 05\'0 \\;\Q z@é‘b i & ,b‘\\;@ Q}D(‘\?‘
& & SR
cIT Novelagents cIT Novelagents
Rossi etal Leukemia & Lymphoma. DOI: 10.1080/10428194.2016.1250264

IXT A 36. CLL 1 TP53 i 28 ) S & Ak B 2
2L R SRIT RN . X5k SR KE K. —ANEBER NS, R RE 2 MRRIRE, (HIRAH SRR SER 2 H,
WA FEAEEGE . BT RATY TPE3 ) TR, WS e B, W R T iEA R R ER Tk FE.
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Low frequency of FISH/IGHYV testing

» Connect CLL US Database (2010 — 2014)
= First line (n=889)
» Second line (n=260)

Test % tested % tested
(first line) (2nd line)

Metaphase 39% 31.2%
cytogenetics

FISH 58% 40.4%
IGHV 7.9% 5%

Mato et al. BJH. 2016;1752;802

ZIXT Fr 37. FISH 1 IGHV 2 B3R IR4E

PRI — m R BN ATEVIRIR T < I T2 IR EE, R (282 R S R ALRIA R . BPfdEE
U B g 1] TPS3 SRR, EATA R BATTICIE T M 2 i NAZE AN TR A RIS N . fE— MR
G#id “Connect CLL” #¥sfE, VHALTESEEFATIIZ MU BRI EIE) , B RKZEEH N RRIEVIIHIRTT BT K
BFEAT FISH i fr . FERE /DT IGHV RADREIE .

BUE, Ao R R A AR R %, 1 HARMEREAT, JUHAE IGHV RADREIIRE L T . 28R, KEZHELRE Tkt
Tkt (HIEREE S BT P OAREBHTIX ARG 2, (HR SR 2T, W AESE L E T,
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Summary: diagnosis & initial work up i

« Flow cytometry

- Laboratory testing
= CBC, CMP
= LDH
= B2aM
o FISH
= IGHV mutation analysis
= QOthers by case (if need treatment: TP53 mutation and
full chromosome analysis)

KIAT Fr 38. MgE: BRRNIARRE

XU R AT, BATIHe TR AR S s T8, 1% e MBI IS 7. AT L Tt sk ey,
BT T ARIE AN ORI B ThAE B A BB b 5 IR, Ry FISH R 2RI IGHY AR S B E ., — i =,

RS SRR A AT Yt RS TPS3 Kot Mot I At 6, AR ELTFIAATY, T TP53 ST RE A B T
BB VT AR
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Summary: diagnosis & initial work up I

- Flow cytometry

- Laboratory testing
= CBC, CMP
= LDH
= B2M
= FISH
» IGHV mutation analysis
o> QOthers by case (if need treatment: TP53 mutation and
full chromosome analysis)
- Imaging
= Not needed for most patients
- High risk
+ symptoms
- Bone marrow
= Not needed unless for low counts or would change
treatment recommendations

LT R 39. B LHAPImMRE

TATCLWTe TIFARITA BB A B A, BRAERNZ6 e, B, T2 75 iz g s AR R 2 2. ERXA
FERE MR NS WIN I 2200 TR R U B F 2EN,  AVHAIR ST RO

KT CT AMBGR AR AR E, BoRMREER OUHZIMTaiE N EE, URAERAKRE N &, KEZHHIHE
SE R R B PR LA I R I I R A A AT I, X RIARIE R A . SePr b, i T ERAA BAR TR S 4R
BB AR, BAIAR BRI FE R ZBWNIRT 8 5 iR R —— & F D 1 I H A AT AT R A A .

RARHSF, Flan, XTMEss nREESEAAEETRRELZ R, A REE RS2 R L™ .
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Highlights of CLL Treatment Options

LI0T A 40. 383 CLL i
IAERATEHBEN T 2580 PG, HPaREia 7% 0.
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Clinical Trials!

LT R 41, PR !

P Z 5IRR BRI EHE . S8, FATH B IRR U EH Bsza, (HEMSLRiES 5152 5 R AR E A
Pl WA XA RS EE A, FNXRMEERTRIE BEBA .
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Brief History - CLL
Approved Treatment Options

(R D o O

Alkylating agents

i i +
- chlorambucil obinutuzumab

; chlorambucil
- cyclophosphamide Purine nucleosides
- fludarabine v BCR inhibitors
5%CR - pentostatin ibrutinib
30-50% ORR - cladribine Purine nucleosides idelalisib
BCL2inhibitor
50-80% ORR immunotherapy
35% CR (FCR, FR, BR) CLINICAL TRIALS
75-90% ORR alemtuzumab
bendamustine immunotherapy
ofatumumab ?alloHSCT
40-70%CR Variable CR& ORR
Raietal. Am.J. Hematol.2016;91:330 90-95% ORR

LT R 42. fasi——CLL #EAERYG T I0
Fsmifnd, Kk O SE I T SR IONTE R, T2 % T L SE IR & AT IR SO SO A A AL RS . Tt AT
WETCIIRT U, FO AR R 2 5 R R ) 8
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Brief History - CLL
Approved Treatment Options

B @ & D a 3

l 1
Alkylating agents . l
- chlorambucil obinutuzumab +

’ chlorambucil
- cyclophosphamide Purine nucleosides
- ﬂudarabir}e \ 4 BCR inhibitors
5%CR - pentqs!atln ibrutinib
30-50% ORR = Elaanbine Purine nucleasides idelalisib
BCL2inhibitor
andalkylators
20-30:/" CcR rituxim:b Chemo- ¥ venetoclax
S0:80%ORR immunotherapy
35%CR (FCR, FR, BR) CLINICAL TRIALS
75-90% ORR alemtuzumab
hendamustine immunotherapy
ofatumumab ?alloHSCT
40-70%CR Variable CR& ORR
Raiet al. Am. J. Hematol.2016;91:330 90-92% ORR

LT A 43. B 5E——CLL AR IR
A VEGTHRIZ IR AT Fr o BARIF B —&, EdEIUE, MMOTERIEITAa T IE I A 2 HRKEEE, &
Wi rituximab . T —AGRYT . FRICARGRIEEE R BR AT HIETIRIT -

44/ 90



i E5U 18 vk B2 4 i 5 LR
2017 £ 7 H 12 H %% \: Danielle M. Brander & 2418+

¢

LEUKEMIA &
LYMPHOMA
SOCIETY"

Treatment Basics: Chemotherapy vs Targeted Agents

IV — intravenous mmﬂﬂ mmﬂﬂ

- FCR = X E= X E= .
Fludarabine + it
Cyclophosphamide + tgta]
Rituximab e

=
MT WTFsSEMMT WTFIS[s

* BR= x| X x| X
Bendamustine + for 4-6
Rituximab total

= cycles
MT WTFsSEMMT WTFIS[s

+ G-Clb = chlorambucil x x X

+ obinutuzumab (G) - for 4-6
total
X X cycles

=

LT 44 T EERIAR: AT SEERZMEIXS EL

— M E O T RIGITIRTE A MBI T B EE) , TR 299 2 (M B2 R AMAE B b7, EFERITA 25
WA, IXKLIT B A S, BRI AR ELEG AR — B —IF G, 5 FCR Z1RMIT 244inF %5 i)
BeEIRYT, EER—Fbuk, WEE 4 FS24 3Rk, EXMELT, JBATHRFEWEN, ROEE - EE 4-6 NI
HITE BN NI RAE . FRIRIIX — SR BN A RRIEE T RS, FAT—— U R — N H —— S0 %8 it
12524577 AT — AT, DIREECAYIRRPL, M E, RIEZEET-FZH BHE0RIT e 2 REGA—Ik, 1iH R
HEF 4-6 MM R TEREIT obinutuzumab BXGIETTA SN, HAE—/NH obinutuzumab $iiAG AL, R51%

PUARESONREH — R, 1A T BREST R H WK
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PO — by mouth
« ibrutinib
= targets BTK

» idelalisib + rituximab
= targets PI3Kdelta

= specific rituximab
schedule (limited)

» venetoclax
= targets BCL2
= dose ramp up (5
weeks)
= sometimes given with
anti-CD2o antibody

M T WT|F|S S
2| g 2| 2| ] i
XA XS G
SR R EC B X N

XXXXXXX\

Treatment Basics: Chemotherapy vs Targeted Agents

M T WT|F|S S
2| g 2| 2| ] i
XA XS G

XXXXXXX»

R G 0 X R

Targeted drug
given
continuously
unless not
tolerated or
resistance
develops

M T WT|F|S S
2| g 2| 2| ] i
XA XS G
SR R EC B X N
R G 0 X R

LT A 45 ¥89T ERNATR: AT SRR ZMIRINT L
XA Tt 2 i i 250, B/AAE 2577 0T AR . BB R 25, 2R e e TN R R . HE
ATt gem Feth ), BATRAE G T VER .

24, KEBOXKGESLLY, BIkARIRE LSk, ibrutinib. idelalisib 1 venetoclax 4 & [RZE 2, FalE H B 24 1) i ak;
2 M bk C T P 5 E VR T R R P B R
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reatment Basics: Other Terminology

iwCLL Responses

+ Complete Response (CR)

» Partial Response (PR)

» Partial Response + lymphocytosis (PR-L)*
« Stable Disease (SD)

+ Progressive Disease (PD)

Duration of Response & Survival
» Progression Free Survival (PFS)
« Overall Survival (OS)

LT A 46. Y67 EERLAIR: HAMARE

EEGCAE RS, i B P s, RATHBSE RN, AR VR A AR e el k. M RE——itk
CL 20 a8 2 (R R BIL E 0 GRf—— R FR O FE VR Sk R TR AR 0 O o SRATIE A FI 15 8 08 Bt R RV . (BRI AT REZ
FasE —Bifa], JCHAE(E XS EE 29I, iy HIXAR — e — A . BA TR HE I HA AR IS A A R B AR IS MR 2
AL A MR R T DL I TR, USRI
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I Rationale for frontline chemoimmunotherapy (CIT): durable I

remissions for some patients

FCR
+ MDACC: 300pts received treatment with FCR

= Plateauin PFS: no relapses bevond 10.4 years in 42 patients with
favorablerisk (mutated IGHV, no del17p or del11q)

N Prog-free
1004,
g “\ﬁ‘\ —i— IGHV mutated 49
i - === IGHV unmutaled 6 12
5 S S
E 75
° \
4
§ . e | THerRTTIIEY
g’ 50
4 3
a
€
2 . p < 0.0001
4
@
o

0
012345678 910111213141516

Time (Years) Blood. 2008;112: 975-980
Blood. 2015:126(16):1921.
Blood. 2016;127(3):303.
Blood. 2016;127(2):208.

» Similar plateau in CLL8 and Rossi et al FCR studies i soi52606) 1901,

LT 47. —BRAZEFEITEE (CIT) WRHE: Wy BERAZR

WP, AT REE M R TR, IR TR B, JCHRMENRIIRIRTT . FRE, AR R B K AN At . AR
ATk A M 0 7, R E AT ORIz a8, 9IRS AT AR L nT R KU, R IGHV RAS
Ho E=DARMBITTF, HrBEE 8 FM 10 FEMIRR AR KR T HATRER A {8 2L 2 254 1) L Z
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I Rationale for frontline chemoimmunotherapy (CIT): durable l

remissions for some patients
Bendamustine and Rituximab

e CLL10 (FCR vs BR frontline): 561 randomized
Severe infections all pts: 39.8% vs. 25.4% (NS)
+ Infections older pts: 48.4% vs. 26. 8% (p=.001)
+ PFS: NS difference in age > 65y0
* M-IGHV improved PFS, no interaction with treatment type
+ No difference in OS to date

S
e e
B =Y .~y -
P
g e ity
P S "l
. % -t . L.
M i Tt \_\ 8
¥ - '«
L

Lancet Oncol 2016; 17: 928.

LT Fr 48. —RAZFHEITYE (CIT) KFE.: oy BEFARH
FAEAEYF— N ARILEEF] T -rituximab BCAIRYT, Xt — D EAEILE FCR KU T &R. &AL, X1 65 % U LiEE——IH
i FCR IV K B 2 (635 1O SE 20 11 I —— I A KU AR 3G, 3 5R 17 XU - R U AE S W BBOR B B8 3 A T AN TR
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Anti-CD20 antibodies: obinutuzumab (G) I

« 781 CLL, treatment naive
» Randomized 1:1:1
« Median PFS advantage (R-Clb vs G-Clb 15.2 vs 26.7 mo)

[0 Complete response
B Partial response

i2 P<0.001 P<0.001
& o - - G-Clb
& 30 ‘ [@ Complete response
g | W Partial response
X 70-
g 60 Clb
‘: 50 55.0 584 @ Complete response
£ 40- B Partial response
; il = RClb
8 201
&

G-Clb Clb R-Clb
(N=238)  (N=118)  (N=233)

N EnglJ Med. 2014;370:1101

ZIT K 49. $i-CD20 Hifk: obinutuzumab (Gazyva®)

fJa, WEP— T DETUITIT R BIER TIREIT &R, AT A 857 . {H obinutuzumab mitf%
AU rituximab, {EN—RGUAIER T RIFERIPD . £ —TELEER T IR E T X rituximab (BT, EU &R 2 IRE R

&o
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[ Chemoimmunotherapy (CIT): el

Considering the Toxicities

Addressing risks
» Support cytopenias: can recover
without complications
= In long term follow of CLLS,
prolonged cytopenias did not
translate to increased MDS/AML
« Assessing DAT positivity
= ATHA in 8% DAT-neg patients; 28%
DAT-positive patients

» Prophylaxis for infections

Annals of Internal Medicine.1992;117:466-469.  Annals of Oncology. 2010; 21: 331-334.
British Journal of Hematology. 1999;105:445-447. Clin Oneol. 1995; 13:2431-2448.

JCO. 1008;16:1885-1880. Blood. 2008; 112: 975-980.

Hematol Cell Therapy. 1096;38:359-360. American Journal of Hematology. 1995; 40:
Clin Lab Haem. 2006;22:175-178. 135-142.

Blood. 2008;111:1820-1826. J Clin Oncol.1995;13:2431-2448.

LT A 50. BB T (CIT): Bk

FEFRATHEANTH IR B S5 — 70 1, O TR a7, FREEVFR— s RUEFRATT 1 AR L6 2B R e VR T e U S B e £
I AN ER RS T g ARG T 8tk . JLrp R T Lk 2s,  IRDNIR S AR RS RS BEAE IR ST U790 1 1 B AN
Ko
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Novel Targeted Inhibitors

LI R 51. FrHFE ] 57
BUERATH— ML 254
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ITP53 mutation and del17p |
100%
90% = TP53 mutation sole |
- del(17p)
0% W del(17p) and TPS3 [~
mutation
70%
60%
50%
40%
30%
20%
o = B
Zainuddin et al|  Ro! Zenzetal |Gonzalezetal | Dickeretal Zenzetal |Maicikovaetal| Zenzetal
196] I58I 166] I59l |67| 16s] 142] 31]
diagnosis consecutive frontline frontline consecutive consecutive consecutive fludarabine
untreated therapy therapy min 25% 21%treated | 27%treated | refractory
CLLA-GCLLSG LRF CLL& treated
« Percentage of patients with TP53 mutation and
not de117p i{Malek (ed.), @vmﬁm Chronic Lymphocytic Leukemia, Advances in Experimental
edicine and Biology 792, DOI 10.1007/978-1-4614-8051-8_5,

ZJ4T A 52. TP53 ZR4%A1 dell7p
RFRAT v BN EIR e S AR 12 Wi I TP53 KA, HoailE

S8 D KU S AN T IR
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ITP53 mutation and del17p |

Resend FISH,
chromosomes, TP53

100%

mutation if CLL
relapses!

e
IIIII Py min 25% 21% treated 27% treated refractory

» Percentage of patients with TP53 mutation and

not de] 1 7p S. Malek (ed.), Advances in Chronic Lymphocytic Leukemia, Advances in Experimental
Medicine and Biology 792, DOI 10.1007/978-1-4614-8051-8_5,

%I4T By 53. TP53 245 F1 dell7p

JRE——RIMEA T I B MADE FE—— R W R R R IR A B I a7 IR 0K, T HR I B 1R iRy ik Iil, ik
KAEABEAT FISH A TPS3 ke d2 A H WK 75 BiE MAIIETRYT a2 &5 R BUET A, e R 7k # e R L5 0L T

PERT S 5 ImAR S .

54/ 90



i £ 1S P Uk B2 40 . 9 ML ‘ LEUKEMIA &

. ' _ LYMPHOMA
2017 £ 7 A 12 H %= N: Danielle M. Brander [ 2:f#+- SOCIETY"

ibrutinib

e
= [FDA approved in:
‘“‘f —_— 1. CLL (all)

T 2. Waldenstrom’s Macroglbulinemia
' 3. MCL B
oo 4. MZL gron

= pgSIIM&‘-._‘“E J'NKJ

S s = < ————

ZLJAT By 54. ibrutinib

REHEHE 28 Gl T TR I R a7 ) 2 ibrutinib, FCHLR—FFR(E BTK YR, JUERT, %
ibrutinib FEAIGARIRIEES, IR IE — DRI 220G s O T 4-5 REEAERYT, mHEHKZ
B WL T BATIHE R RS 2s . — BT, 2408 Rk AN A IO B2 AT I, R VE T I X a7 s R 4
Thb . XU R R SIR T X A KSR, IXAER A NEEE, DILTE ibrutinib #E U R T AT A 2 PRIk B2 40 B 1 0 es B E
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ibrutinib in CLL ]
r |

Progression-free survival

§ 1.0

g 0 8-waﬁems

g

$T 06

a2

5a 04

£

= 021

s

e 00

- 0 5 0 15 20 2 Jlo‘

« Phase Ib/II expansion in CLL/SLL (85 pts; high risk!)
= Daily dosing of ibrutinib (420mg , 840mg in 34 patients)
= ORR 71%, plus 15-21% achieved PR-L
= At 26 months, OS was 83%

» Phase III ibrutinib vs ofatumumab led to approval
Byrd etal. N EnglJ Med. 2013;369:32.

ZJ4T i 55. ibrutinib FF CLL 3897
XAV WEFC, RIS bR R (05 BB e IR YT . Cit A A R 4s B A TR Bt — D r it o N AT

LRI
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Iibrutinib in frontline CLL _'[

Frontline Ibrutinib Monotherapy

® 31 patients

® Age> 0f years

¢ Responses: 71% ORR, and 13% PR with lymphocytosis

A
100 ——d—t——q el e A
Z
= 80+
-3
H
z
v 604
&
e
€ 40+
i
g
& 20+
0 T T T T 1
0 ) 12 18 24 30
Number at risk 31 27 26 21 3

O'Brien et al. Lancet Oncol . 2014; 15: 48.

LJ4T B 56. ibrutinib FiF—£ CLL &7
XKL Framifl TiX 42 65 % DL E B I — N2 aRy7, X218 bk B i (A s i — N o TR, R 2 by T w4k
AR 1) BB T R B T 52
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Iibrutinib in CLL: extended follow up |

 Responses continuous, although...
= Time to best response, median: 7.4 mo (1.7-42.5 mo)
> Timeto CR, median: 21.2 mo (4.6-42.5)
« ORRs very high, but...
= TN: 84% (23% CR)
= R/R: 90% (7% CR)

Blood. 2015;125:2497.

ZJT / 57. ibrutinib A+ CLL ¥697: KWHMEV
FRAKEHI 551X L 2525 H I A BBV . FOA NIRRT Fromifl 1, (ERIRA AW LR e ek T .
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« Responses continuous, although...

ibrutinib in CLL: extended follow up |

~ I Best responses take time
= 1me

ho)

» ORRs very high, but...

o TN: §
. x| CRrates low

Blood. 2015;125:2497.

ZJ4T F 58. ibrutinib A+ CLL §¥7: KHHREV

EIRFFEL IR ibrutinib w7 A ATV YT SN, EFE R SR HE R A AT IR TR A, T SEBL e 2 N (CR)

FR 2
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Iibrutinib in CLL: extended follow up |

 Responses continuous, although...
~ ™9 Best responses take time

> Timsd

« ORRs very high, but...

= TN: §
_ r/r CR rates low

« Many do well, but...

o discontinuations

igure. Cumulative Incidence of Discontinuation of Ibrutinib Therapy

ho)

Blood. 2015;125:2497.

ZJT F 59. ibrutinib A+ CLL ¥6¥7: KWHREV
BN A R IR (Ron BEERELSZ B HAER) , TEMEREK. Fit, RESMEERLZHE, mHEENER
RAK. X TFRAAKMFL S, FHERSUFE, SRR RN EE, KR EE,

WX FRLIIT BRI, RAEVEE B T AE I 25 IE B R AT R AEJFARBCARIMEA, i B o B T 251k
XK o 1 B IR (AL R A YA T i R B e e R A B ol e B IR 25 SR
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Iibrutinib in CLL: extended follow up |

+ Responses continuous, although...
~ .| Best responses take time
= 1me

« ORRs very high, but...

o TN: §
- pr CRrates low

« Many do well, but...

s discontinuations

Figure. Cumulative Incidence of Discontinuation of Ibrutinib Therapy

“Other events” more
common reason for
discontinuation

ho)

nnnnnnnnnn

Blood. 2015;125:2497.

ZI%T i 60. ibrutinib FiF CLL ¥897: KHAMEV

SEbr b, HABEAME (AR Tt R Feth g A A fE LR SR PR B — AN AR IR X SROR RATT B 3 1 X —
Ko
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Young (<65 yo) & fit

(90% of all CLL)

Suitable for Clinical trial Clinical trial
systemic ——p available & E—

encouraged

therapy eligible ?

e

pns Questions:
P Role of allo HSCT
BCR inhibitor Anti-CD2os
(ibrutinib based)
HDMP + rituximab
IE53 9
(?otherhigh risk
features)
\ /— .
FCR « iR ' Questions:
especially - 5
IGHY, non del17p/11q) IGHV mutation
U status to make
treatment
¢ decisions (favor yes)

- _______________________________
Putting it together for Frontline CLL treatment in US:

LT h 61 HERATRER—% CLLIRIT: F£8 (<65 %) gt

AN GBI IR T B, K2 ERTT R R BB HAT S50 AR E . ARSI R E,  RUOAAER]
RVRITI, WUORH L TP53 AR mR A, W E ANAZILZAR MY . A, BATHHE 1 ibrutinib (—AMIRARIRKD , SR
AT (ARSI R AR 28 B ) o FRATIIRNS BE I AT A B, RIMERT R MILZ R 18, AN IGHV R

ARG 51 FEATE Z HIEF AT RIEXFEI, B RIS AImEL,
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I Frontline CLL in US: >65/70 yo OR any age with l

renal impairment +/- co-morbidity
(00% of all CLL
Suitable for Clinical trial YES

systemic | smmmmp | available & | wmmmmp | Clinicaltrial

therapy eligible ? SEEUT

BCR inhibitor
(ibrutinib based)
HDMP + R

YES BR )
obinutuzumab-chlor
ibrutinib
(?other high risk
features) \ N
rituximab or

rituximab or
ofatumumab + chlor /

obinutuzumab-chl N
ibrutinib

Blsses it eopge el o b it 5 e vt . ) ofatumumab + chlor 1)

LT H 62. REK—E& CLL ¥#6¥T: >65/70 SEILEHF +/- RHKERFRBE

MRA TR BRI R I R, BER b, R TP53 RAF, MM ATA 1478 B L HAbbR B . F 27 R AE
T AMERA AWEIRE], HEFER 718, BRHOPHEE, ANBSHBISA, XEfTaE FCR —#, JtHZ
X RER RS B MR . AR YT 25 8 R R URE I A 2 B R R0 T ] RE 32 a8 TAREAL 22 Sy ik i 3, BB A&

i 65 % LA BB R FCR /8 —AMAITIETE,  BIAEARATR fEH: -
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Targeting BCR Signaling: PI3K pathway

+ FDA approved for
1. Relapsed/Refractory CLL (if R alone
appropriate)
2. s"]ine FL
3. 3"line SLL

LJ4T A 63. 85 BCR 18 54%#: PI3K @

XKL ol 7 — e AR R [ 250, oA —Fh e ) — MR G SRl . XL LT A — A TR T T
T, BALE TS, Sl RN RARYIR. XIRE, FANXERR, WREETTIENZ R, hi1er
e s S —MAE 2. T2 sttt B—FAEZY) (REEFERARMZY, mEHLERARPYTD Walggs
B BATFE TR RIEEE, R T XS3IER TARBYER, mHE T —REGY2 AT,
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Idelalisib
g —8— Idelalisib plus rituximab —li- Placebo plus rituximab
¢ 120,000
a3 - -
‘2 50,000: 7 / )
E\,—E- 40,0004
%i 30,0004 4
38
g 00009 |\ ' ‘ -
3 Who needs to stop?
2 100007 : R——
C T T T || T T 1 L] T [ ; T ‘E’ T T T T T | T T T T T
0 6 12 18 %4 30 3 4 48
Weeks

+ Phase III randomized, placebo controlled, rel/ref CLL
« 220pts, R +/-idelalisib
« PFS: 03% vs 46% at 24 wks
«  08S:92% vs 80% at 52 weeks IV EngL) Med Soleapeos.

N EnglJ Med. 2014:370:1008.
ZJ4T A 64. Idelalisib
Idelalisib e FH T REAEVEIT B, ABA IS bk A0 A 1 I8 (1) — 23697 o B AR — T RIS 10 o (1) B2 5 A T
rituximab JEH A HI S, HEANFEZEDRNENER, g R Gefelpik % B EF e I™EIRYE) %, B
s CUnfFIheEe) o FATWA 7 RV T R DU S & 2 50 nT RE B RE N —ARIMHIFR,  FUONEMEIRA TR AN FREE,
PG AR o 1 PRIRIE 30 20 VA A —— BT I R — AN R AR B ——FR AT T far (5 24 5% R 3 T 22 42 ?
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Targeting anti-apoptosis with Bcl-2 inhibition

2" | FDA approved for
) - 1. previously treated del17p CLL
Erky/ A

‘ 2
“. "‘\ rkifz y
p38 ¢ JNKi/2 - B =
§ H& v & Erkifa S CMyey NFAT

£I0T 65, 383 Bel-2 #pSE i hign s T

Idelalisib A1 ibrutinib /& PUFFHE )15 5280 B 251 . an SR IG5 R A Al B MR SO BBV B AT ZE AN, AT TR 1S
AR, 1S PRI CLAH I 1 AL A T AR (1 B AR REAT (5 5 %38 . 1brutinib AT idelalisib R FI AT FHIBZ A 5 1538, 4%
Y A R LS5 AT BEHEAN ML Xl 2T A IR A IX L 25 ) B35 15 245 2 B A i v B BT 2 S i se T
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venetoclax

- High single agent responses in high risk patients
= Includes bone marrow CRs

Bone Marrow Infiltrate
M 200 mg 300 mg 800 mg
150mg MW 400mg W 1200 mg

W 200mg M 600mg M Expansion
(400 mg)

(¥, )
?

Change from Baseline (%)

Orpr- T Malially Talal i -II
50+ 8- B - it --- -4~ - I
~100- --

ZJ4T A 66. venetoclax

Venetoclax A Al TX M. BIRNE L —MIEEmZ5Y), BHEAMEATESEFIE: HEHTHMRMET . RIMEANK K22
if GFEA, MRITFZ) SE—BRINEIET:. XA BT, FRA T S s i — SRR Mo AR P e sE T 1y
FEIEHIAM AT, ARG BOn Az . E1S AR s b, A S AL 5 R4 IS, 1 FLX 2 i 4 e fe
FE Ll 58 2 i A I TR) 3R T BRAR BB R . Venetoclax FOAE & B8 P4, IR AR A i AN U T B B4R B Mt T2

NEnglJ Med. 2016;374:311.

2 venetoclax sAIE IR IS HREAT I, 5 ARG AR 2 7 22— R AT K B A5 T SRR TR - X 5KZIAT v B
RV AFRIE, FOE | IR, HRET IFRA R Z45mE; RaEha i, HRE TIPSR RAE Rk
HAHHHARZG R k. B MR, ARTSHR, EEBERITIE, 1K 7R R MRS HPm .
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CLL frontline or relapsed/refractory treatments:
considering toxicities

chemoimmunotherapy

Toxicity varies by regimen

+ Cytopenias
« Infections

*  Clonal evolution

* Autoimmune complications

*  Second Malignancies including MDS/AML

ibrutinib

bleeding risks

cardiovascular risks
= afib: range up to 16%
= HTN
other
= GI/diarrhea
= rash

= arthralgia/arthritis
= infections

= phase I/11 Studies: ICH: 2%
= followup (3yr): 7% gr3

idelalisib

= cytopenias

» LFT abnormalities
+ colitis (diarrhea)

» pneumonitis

» drug-drug (CYP3A)
+ infections

venetoclax

tumorlysis
= Can be rapid

= dose ramp up &
hospitalization needs

openias 3

= neutropenia (41%)

= anemia (129%)

= thrombocytopenia (12%)
other (all grades)

= diarrhea (52%)

= nausea (47%)

= fatigue (40%)

NEJM. 2014370213
Blood. 2014;124:3829.
Blood. 2015;195:2407

cefros

NEJM. 2016;374:311

Please do notcopy or utlize lides for

LT 67. CLL —REERKMHAERIEIRST: HBEFM
B2 BANNITIGIARTT BB A RBEAE T 25X 1 AN 70 ST 0 i 1 1 B L vT REEAT (AT T mT fE HH BILFR IS 8] o 4504 iborutinib
WP, VRST FIBUYIR R E AR, AR DU AAERIAE ? B AT B E I AEAE USRI AN, (BRI TKZIAT

Fr B AT T A

AU, RRBAFNEEN AR SN, FOVBANITURER T R < MBEIER], RaseE,

TN HABBA VA FEE R MFEAE (I, ibrutinib i6S7I, HMELS EISE) o Idelalisib 6971, WnFATHE ATk, Al
BT R A R EUM S KA. Venetoclax Y97 I, FATTLZHERFIEE, JCHRENIRIGIT I, 20 MBS K. A7

s L DR IRATT AT DA 22 A A HTX AR 29, RO AE DRI LI R I I > BT O R A AR 4 A . RIS B A2t . /BN
— MR, B ROZE AT BT BN T, LT R A I TR AR AT (USRS T R G5 IR BRI

FRE D PUONMARMELE T RENE B I AT

db =L
H X

THIHZIE
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CLL frontline or relapsed/refractory treatments:
considering toxicities

chemoimmunotherapy

Toxicity varies by regimen

Cytopenias

Infections

Autoimmune complications
Clonal evolution

Second Malignancies including MDS/AML

ibrutinib
bleeding risks
= phase I/11 Studies: ICH: 2%
= followup (3yr): 7% gr3
cardiovascular risks
= afib: range up to 16%
= HTN
other
= GI/diarrhea
= rash

= arthralgia/arthritis
= infections

What is comprehensive

physical, emotional, and

financial toxicity of each
of these regimens?

idelalisib

= cytopenias

» LFT abnormalities
+ colitis (diarrhea)

» pneumonitis

» drug-drug (CYP3A)
+ infections

venetoclax

tumorlysis
= Can be rapid

= dose ramp up &
hospitalization needs

openias 3

= neutropenia (41%)

= anemia (129%)

= thrombocytopenia (12%)
other (all grades)

= diarrhea (52%)

= nausea (47%)

= fatigue (40%)

NEJM. 2014370213
Blood. 2014;124:3829.
Blood. 2015;195:2407

d use without wr from the author.

ctior  NEIM. 201637310 Pleasedo notcopyor ides for

LT 68. CLL —REE R M/AEGIEIRST: HBETME:
i, AN EATIIZ LR T CEOIR B2, R nhE i s AR I Dt . (HIRA TR e K2 AR i 2,

AT BRI E RIS . Hrpg AR, EAIARREZ, N5, JoHAgERrn, RIANREZER—52, 7
AR BA AR S AR S A7 T R AN W] L (BB SEAFAE IR R BRAT T BRI B BB AT 28 V6T IO A IV 55 1k
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ibrutinib and idelalisib: understanding toxicity

Table 3. Most common reasons for kinase inhibitor (KI) discontinuation in patients
who have discontinued ibrutinib or idelalisib.

Ibrutinib Idelalisib
Toxicity 51% (n=73) 52% (n=18)
CLL Progression 28% (n=40) 31% (n=11)
Richter’s transformation 8% (n=11) 6% (n=2)
Cellular therapies (CAR T 2% (n=3) 0% (n=0)
cells or allogeneic SCT)
Unrelated death / Other 11% (n=16) 11% (n=4)

*note this are reasons for discontinuation, not discontinuation rates
*KI=kinase inhibitor (ibrutinib and idelalisib)

Matoetal. Blood. 2016;128:2199

ZIXT A 69. ibrutinib 1 idelalisib: 7 f#sH:

KR A ED T RS, R TR XA R IR B L], o e TR A s k25 s T

1, T EL A SR B E 2 I TR R B o [RTRE, 3t AT 75 B B8 S AN 5 LT
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Dose Intensity (DI)

Progression-free survival, %

Barr et al. 2017;120:2612

40 ]~ =% MeanDI T'""'*
«== < % Mean DI i

30 > % Mean <% Mean

20 - Dose Intensity | Dose Intensity | P-value
Median

10 4 PFS. mo NR 6.9 0.0127

0 1 ) . 1 ] 1
0 3 6 9 12 15
Months

Pleasedo not copyor utilize slides for

o Ibrutinib Outcomes with Adherence W

ZI4T B 70. Ibrutinib THECRR M

T X e s, —— 2/ EH ibrutinib A1 idelalisib——f &R E (MF 2, BRMAZAMIEE) JEFEE,
I FTORAG T T A R R 2 R R A . B R A RIS AE iR T I R s R 2 — Bt T, U Bl it

JE R ATRETE K
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Treatment with alternate Kls
A - PFS From Start of Alternate Kl B PFS by Discontinuation Reason (treated with alternate KI)
1.00 4
1.00 4
Median PFS not reached
0.75 1
0.75 4
0.50 ~
0.50 1 Median PFS 7 months
0.25 4 0.25
p=.01
0.00 . . . i . 0.00 4 . . : - :
0 5 10 15 20 0 5 10 15 20
Menths Months
= CLL Progression == K| Infclerance
Mato et al. Blood. 2016;128:2199

LT R 71 BARBEEIHRIF (K1) 97

AL, HEE, MBI LEER RS, RIS RS2 (BOVENEERA RV, 202 MR 2
Y, AR AT LRSI RAFIVAST % o X TR, ARIEE B AR AL, Bon O HA 25 B —— i TAAT I iR
M2 EE  —— IR e X B ARG R
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Moving Forward: Novel
genomic/molecular risks and
Minimal Residual Disease (MRD)
in CLL

Please da nat capy ar utilize dides. for anything ather than pernal use without written permissian from the authar

LT h 72. AR RR: CLL SR A/ 57 KK NERER (MRD)
gi EpridR, BAMXEIRT I LR, PUVENIARIR I GIN— 2R . G R, XA AR R K — M &
AR THEIEENSRE. EEMURS AN, AhRibE2EEgiRit, DUAONVEERMEZELR, Hoiar.
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P-0.009

current Somatic Mutations in CLL
E] 91
g umumMHmmmmﬂmmmmm]m L1 PR TNy i
j Trisomy 12([[[TTTTTTITITITIT HI“]JIM:LIH;H.H[]]DHHIHHH [T H
H deb g T R T H
2 del vz [T TSR loconn
Ce{lqrcleor- L EINEDR RDOORDORIRURDURRIONEOD | ROORDCED ROCRRDCRDORDLOROORDORROROMO D 00 1 B
E DNAdamage|  ATM ]l IRDRRERULRELNREIORRD 0OD 00 N IH Il Hl]l [ H [T H.][Hlﬁl[lﬁ]lﬁ]
@ T [T NI LTI T Pelons
- I u: TN
;E EITRITEITTRIRRITONY I 000 OO0 T AT ETY RO IR0 T
é! Not‘thl[NOTCH: VELOLERORRORREOREOREERREO RO RO [H TN —2=2=
“E.; signaling Fw;l\ MI 1T [ [ | ] | l I u_“_l
i z ,nﬁmmmw_ mvoss L] [IREEREERRIORRERORNECED BURRDDNRRRDED RDGRRDRERECEDE ROCRRRLN
pathway|  MaPKa [[T[[TTI]T] ”Lﬂjl_LmLLH&UJ.HJHJLH[HJHJLHLHJHJLHL”w
E L Additional (TTTTTTTRIR T T TR AL
w3 ([T (=0
ﬁzﬁ NN AT AR T AN ETTTANCTTATEAITETEENCTITIID
« Some recurrent mutations are associated with known prognostic features
‘Wang et al. N Engl J Med. 2011;365:2497.

LT R 73. CLL R R MR R

KERAT AR e, (HEESER R ——X T2 5B EE, BT HORAR A S —— AN B A (1 TR PG
Qe AR RBIEN , BT T REWTT a6 70 M A8 IR bk LR 4 1 1 s f R AR e FL 5 HAt 5 T i 22 5 B T8k, BR T TPB3 BRI T

— eI A SeBE R4, W NOTCH il SF3B1.
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! Recurrent Somatic Mutations in CLL I
i . mmmunnmnum]mmmmunm[;unnmn?‘ Y
i < 0 i "
: st LTI T
del(17p) e e T

P53 I T

- h— . R
o damage|  Arn(TIIEICEICTCECETN RN A

L
J P<0.001
| Additional

E enal 528 (TN TR AT T — =02
!E processing|  DDX3X JHHIUHH.% HliﬂHIIIJU[HmlHH.llH IHUMH%J%J,JHJII.[H 0D IRRNRERNRRND Tind
33 '
i}

P-0.009

L Additional (T O

N M — =2
& B LR
§ taoenaoy| o IR — ——
g pathweay | MeaP ([T TR I
L Additional [T T TR TR TR T T T T T T T TR TR

Zuw3{ [T AT (=

>
§ g 5 (LD AT TR T AT TTTAMTTTEATITEITEMTITTTD

« Some recurrent mutations are associated with known prognostic features
Wanget al. N Engl J Med. 2011;365:2497.

LT F 74. CLL FR R4 RAR
Hrp—2e 50 AH AR i, NOTCH AR AR =5k 12 1L, BIAMERAE G,

75/ 90



i £ 1S P Uk B2 40 . 9 ML ‘ LEUKEMIA &

. ' _ LYMPHOMA
2017 £ 7 A 12 H %= N: Danielle M. Brander [ 2:f#+- SOCIETY"

Integrating mutations: Time to first treatment

o TP53/BIRC3 ‘
NOTCH1/SF3B1/
801

del11q
I

P | Normal/+12

|
f'f_l—f del13q

p<0.0001

] I I I
0 5 10 15
Rossi et al. Blood. 2013;121:1403.

LT R 75. BERA: YIIRIRITI

B TREEASCNE, EABESARIG T T IR R . B, RXSRZIAT s B MR EA ST AT RENE RN AL G SRBA T X
LeRAR SEATEN FISH & 1 HE S &, T AHBIERAT 7 ok TR 74 R, SRJG AT RIS A Bl T JA15E iy
W HARZHOX IS EEE AT, M HBANBA KB s . REVFRRZ, ERSHUNERR NOTCH & i &%
i, AT ESERMERED . EREERUMNE, FATHERA ST B LA 8 BTG T 8N R
(AR5 B 0 S i . R 2B MR AL BA TS R AT KB 259697, 10 HL3A 14 X S 25 2> R 45 2R

40

Cumulative probability of treatment (%)

i
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Risks for ibrutinib acquired resistance

PD1 - 04

PD2 — 11

PD3 (—# se

PD4 —) a4

PDs ——— ) 1a7
PD6 —(——()—v 152

O Tested, no mutation
A BTK mutation
¥ PLCG2 mutation

PD7 { w 238

PD8 - 4—4 270

PD9 {r v $ 33e

PD10 {) = A 44 360

PD11 { A A 384

PD12 () 3s.8

PD13 0 A4 389

PD14 h ({)azs

PD15 { {) Add 4474

o [ 12 18 24 30 36 42 48

Months

» Mutations detected up to 15 mos b/f progression

Abn et al. Blood. dot10.1182/blood-2016-06-719294

ZIXT Fr 76. Ibrutinib RIBHEHI M XS
FINN, BROFFIEAN T 2 —RBATAW TR e r et I T e F L3, R E BE S 5IRRIRE, . BR
St i TRV R SOt T, R S o T 24 e —— RS YR T B 1 I 7E ibrutinib 3657 P B 24

Vo IXSRAIAT Fram il (= A R H RTINS, BURCR B LR PTTE T AL (R 1] o
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Science @ Clinical Trials €& Practice

Clonally-unrelated Richter's
lymphomas transformation

CLL

Early
T (< 15 months)

Ibrutinib
starts

P .
' 1
. ’
Lo
BTKor PLCG2
mutation

Opportunity for PrograesheCLL
monitoring, ° (P ]
intervention and e e
clinical trials? o e

Additional
mutations Clonal
evolution

Time on ibrutinib

Keys
Late Ibrutinib sensitive CLL
(15+ months) B PLCGZ mutated subclone

W BTK mutated subclone

Ahn et al. Blood. doi:10.1182/blood-2016-06-719294

LUTH 77. B  mRRE < LB

AHIE TR SR S X AT R M B o —— B R] REANAE — L4 i o A I, i HLAG T UL 55 —Fisy 7 3L Bl

THRKZTLE.
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Recognizing power of disease biology
(biomarkers) vs therapy in adverse events

- In very favorable risk FCR-treated CLL, life
expectancy matched normal general population

« Richter’s syndrome still diagnosed in ibrutinib
treated patients (including frontline)

g

p=0.0500 19.0%
(4121)

g

g

121%
(21173)

3.9%
3

o

Low-risk  Intermediate-risk  High-risk

Prevalence of second tumors
™

E

g

Blood. 2015;126(16):1921

LT R 78 RABIREMEHER (EWhEY) 54 REHRETT

[FIRE, HERAERFIE, BMEER] FCRIGYT BB A RIS SO0 8 LA ik (0 USSR — S ate A, AT
Richter AL GE4RE ML AR I 5 A2 i B BARZR IR I SR 73 142532 ibrutinib v6 97 19 &% . FA0y, XEM
REEFE AT PBOXEI I BOANBANTET 2 T IR I 25 -
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MRD neg & durable responses

A
« MDACC FCR: MRD marrow i
o Treated for 3-6 cycles, MRD bone §‘ =
marrow assessed at each ; i
= PFS similar by ending MRD status
- 3vs 6 cycles (didn't matter how much to

get there)

JCO. 2012;30:980-988.

Blood. 2014;:123:3727-3732.
Blood. 2015;126(16):1921-1924
Blood. 2016;127(3):303

Z1T R 79. MRD FHERAFEA KM

REN BB G— SR MUNERE B (MRD). EHGR TR 77k, (HiX A L2 —Firh B R N A 25w 7%
ERZHENT, @R AR T IR A (BAE DT S FaxX ke, T RAIEEA, (HifA AR & k. B, R
BEHATH T, (HERAIAEE RS — P ER B2 KR EXRIT N ARl g f e N B HIbr EV . Bda, A EIE —H
ik, TREEERD—NET MRD &SRR G, (T A DU 1EEYT .
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« MDACC FCR: MRD marrow
= Treated for 3-6 cycles, MRD bone
marrow assessed at each
> PFS similar by ending MRD status

* 3 vs 6 cvcles (didn’t matter howmuch to
get there)

« CLL8: MRD on blood & marrow

> Post treatment “low” MRD
associated with longer PFS and OS

+ FCR vs. FC (didn’'t matter what to get
there)
+ But more “low” MRD pts in FCR

MRD neg & durable responses

Proportion Nt Progressed
° o ° °

Curmbatr Surchal

JC0. 2012;30:980-988.

Blood. z014;123:3727 3732,
Blood. 2015;126(16):1921-1924
Blood. 2016:127(3):303

LI4T A 80. MRD R #:AIRR A R L

WA SHRITAAT, ORI B R BN — N E ZAR SRR . AESE L2 it 7o ——il 0, 5% FCR J7 R#ifyT &
H——WERAA T BIEEASKTIeiE i MRD BB RS, WA TR 5152 3 50 6 NMEMIRG T IE R B2, EERR
AR R TIZAIKY-o EONIERIZA HbateR 7 2/ e T AR E ., £5—MEEHEZ FCR Bl FC (IS HLIEFIIABEREIZ,
{EEAZE LY B Iu s, mARMATESR] TR R NR B R R R G, MR8t A6 7 T R R EE

HATIDIE BIX — AP T A2 R AL I T AN 2, I EHR R 1 MRD GRS — iR 2 s i 2
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o BCR/BCL2 Inhibitors: CRRs and MRD -l

« Ibrutinib:
= Rel/RefCRs: 0, 2%, 7%, 12%
= Frontline CRs: 14%
(23%-longer followup)
= MRD: ? As monotherapy

» Idelalisib + rituximab:
= Rel/RefCR: 0%
= Frontline CRs: 19%
= MRD: ? As monotherapy

Brander et al, iwCLL 2017
Lancet Oncol 2017; 18:230

ZJ4T /v 81. BCR/BCL2 #ifil#: 584 M% % (CRR) M MRD
BARIX LG HT S AW ——2 DE N — Tk CRZGIRIT) ——XIKREIT B eI 58 & R4 % MRD 45 AR,
T XA A TPEAS H T BA T A 258 . IRIRIGIT 2 — & PEAl venetoclax A1 rituximab BEATRTT . IXTEIRPRREE 17
N, R BFIE BN R TIRES, AT T 1367 .
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o BCR/BCL2 Inhibitors: CRRs and MRD -l

» Venetoclax + rituximab (n=49):

= Ability to stop therapy in CR or MRD-
negative status and maintain

« MRD- rate: 59%

» o
MRD-positive CR/CRi i '
\ . ]
-
: °
..
|
: L]
: ; L
MRD-negative CR/CRi 1
L ]
i
- [ Time onvenetoclax
' ) . 3 Time off venetoclax
I ° + Il Asymptomatic progression
4 @ Best iwCLL and MRD response
.} * Discontinued from study
MRD-negative PR ‘ t Lostto follow-up
T T T T T T T T T T 1
(1] 4 8 12 16 20 24 28 32 36 40 44
Months

Brander et al, iwCLL 2017
Lancet Oncol 2017; 18: 230

£J4T A 82. BCR/BCL2 #i###): CRR A MRD

XKL R LR BRI 2 BEAEAH S 5 AR R i . wIRprit, X2 IR —&845r, (HFEIN TR
T BARBATRENS I AL IT 25 WiA B XN ACE A AT M (RTREA S @I e, MRS, BB 2 E K~ —4%
D 5 FATATRE S SLHLIX — M.
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Thank you for your
attention, and thank
you to our patients
and care team

members

www.pbs.com; national library of medicine

Danielle M. Brander, MD

Assistant Professor
Duke University
Division of Hematologic Malignancies & Cellular Therapy IE

LI0T Fr 83. 1
AU LLS, RN AKX 2SS B4 R AR IO A IR B T IR 8, e 2 S il Rl % i &
o WUE T, AN AN KIE .
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Living with Chronic tgagamglﬁg :
Lymphocytic Leukemia (CLL) SOCIETY sIS today

fighting bload cancer:

Q&A Session

Ask a question by phone:
« Press star (*) then the number 1 on your keypad.

Ask a question by web:
« Click “Ask a question”
+ Type your question
« Click “Submit”

Due to time constraints, we can take only one (1) question per person. Once
you've asked your question, the operator will transfer you back into the
audience line.

LT B 84. &I

Lizette Figueroa-Rivera:
JEH KT, Brander I LIESI PR IUZE, FRATHEATATRFERI 057 .

FRAT K MR 28 T AR LT S — il . Brander 81, Mark il CAR-T 4772 R AR R B,  DUR H W% fis
e b R R A

Danielle Brander =
RGP —A KT CAR-T 4L i i,  RUNAES X b vE e, FEA S T RRI6 & v F VR TT, (H sk
RV A T AR A A4 o (HRX IRUHE AT BE T4 TH K N 2 .

B eI b A0 B P VT, A AN FISEIY A CAR-T ATk, (HIEAR . HIEE 1 E St Tiasr, By

RERGAMA DTG, SRR T RERREANE. JPA CAR-T A ik fe2, WEHE S LRE T 41,
SRJE AR A, AR T B an . 2%, eIV ER T IEE . XA AR RS, JCHE A T AbA
T IR B .

PP, SRR OCHE SAE T TR CAR-T M0y ik A R T IR IRI L. A VF2 IEAET R AR (EAVE(TH L

JPE—FE, FEA T ZS VAR RS2 AT (B, FH AN TR BT B REA RR BRI IR BRI AT XU AT e At o
FATRE S Fph S PRI B, WRAATRE 24, IBAAMMERTEAN AT s KU 8 ity RGO &), efe
% 2z A ——AE RS 5 PP 5 I —— MR AT . (B3I, BATEEAE MA@ R RE, JCHZ R EA A
KB RE EHGYT o« (RIGE —NERAT TS AH X a7 1L

Lizette Figueroa-Rivera:
W 4F, FRATHE M ERAE S AS B BT — A ]

LR
BHAHE . T —MABK A Florida () Alfredo. 1 1 H 141 il .
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Alfredo:
TG FE U T KL 5 AH ZHITFE ibrutinib ¥697, MERKI R . ROMEE, REBNZEIAFAEZ
AT, RN REE —4E, WA, A AT NIZ T CAR-T JRITiR I ? FEFMEAL Rk E X MEHE?

Danielle Brander &+

KT ibrutinib NZ, WIFRHTHE P, &0 AR ESS A BB BRI N, T H R B0 SoE N s T e . (H AN
BRI REILTREN ], 5 2, WRBATHBGEENEKY, XFREEE, Halgamnr e a5 22 N3 L, 8
AIRE T E KA. FRINA, HiE CAR-T JrikfA MR —ANnl i, [l )l 7 22 1 AR 1 mT R A 1 LA XU TR 250 X6
T4 ibrutinib /EAWIGEIT B, 10 HABATIAA EA R AR GO, Hod ok 2 808 S R EUE J5 4k 2ia T Rigr HaR I
RUf. (HIELLBFHEZ T 4 805 8¢ 6 FARIRGRYT, HIHA ORI TP53 ARV Z YL ta kol AR, XK H —H2 [F]
— R —— B EENE R . A LI PRI IE H TSR R, AT 1852 ibrutinib Y697 7R — BN TR 5 HENIRYT
NS B, (BRI gt e G . (HEE 2 B Ry T 0 3 40 I L2 248 ibrutinib Y77 . R IERIX KA,
ATREANE & . RZHGR IR AR XA —— R REAN B FH S T AR KRR, HEs2H 5 Ray7, WIIEPREREE v] fe AN id A
1o T ARSI RS 100 S AR ST TR A T A I B AE T, DL T fd 0 A2 75 1 e o8 v 03k J XSS, ARG S VAT i 2%
T a8,

Lizette Figueroa-Rivera:
JERYHE I, BATEA Hfh— 56T ibrutinib B, Carl 1] FAEVY A 2 /i i1 T 8I1EH 15 LA Imbruvica®, {HER A 1
Rk SR . RAGNIE E T AMGE. B4 Alissa 1], B szbr b AT LAz Z KA 18] ) Imbruvica 16797 ?

Danielle Brander &=+

Bt — T A2 2 KA 69T . P55 T ibrutinib (BRZEROARIE) HIIGIRIREE =48 2009 £, 2010 £ L L. A
M EH OB ZHRTT, AN EEEAR . FATFE LRI EHAE S — I X T 5 2 B AN 52 1% 1) 8 35 5 fm
PERE, REBRMGAFEFZEMER, WHmAmEAS. EF2HENT, EF - FRE, TRz ssE,
TATAT LA IAA TR EE i 52 . 124, RERFM 2V LN, §osA # b A 19k 85697

P, —ADIAATES R SR R EE ZYINE R, BEARIX /P RERE, REAEMEE G2 DRk,
BRI FRATAT DRI BE 2 5l , e, BRI Eet (A ibrutinib BEERTT BUR 2GR T Hak 20T DU IEVR T I/KF 2 38241
EBLRR— DT fRTIE IR T4 4

AU “BFE TR 27 W, FAAY B B AT DOR PRI 32 K. BAX ibrutinib {07k 52 00T 10 88 AP 5230
J7, {H ibrutinib #SEATEIME R FATRE TREIOHRME 22, Gk th AR s (g Feph oy o —FE,  BE R 252
N2 B P R E R BUSE AW 5%, SR 280t (R, AR B MBLVF 2 TCVA 2 I RITE T ? 152 25%))
XHBATTERE, T ARARATTGE A B 32 B AR 32 254«

FERS B ML AR sy, e B TR TR B2 A S B 2 A Z AT 46 IR ibrutinib,  BIN7ERAHT 3 4>, ibrutinib 2%
AR TR R ASXA S AR T Bk, A SRR AT ibrutinib I CUISRAERTGGR I BeuldE i 4ii, M
HAitEotm o B SRR ibrutinib i, FIEWE R RIGHEBAEED) ARSI, BOVEEA L
PRI A 2 AL bk 25 T i . 43R ibrutinib £ FARLTHEO s, RIS AT 2 FIRARNK, TR A —
AT HER 5y — 5 .

AL EFE AR R, mHA R TR A iEsC Mt )5 VF 2 om A, o BT RERIEZVF 2 BHEIRYT)
XEEAM R AL, RV A A M B AR AT REBCE XA tk. ATRER — LRI T ORE RSB SRia &
FHEMNIWIVER o FLEBEAERTTIE 245 1k — B Ta).

Lizette Figueroa-Rivera:
W 4F, FRATHE M ERAE S AMS B BT — A )

BRR:
T —AMal sk E Florida ) Rebecca. i i H %5 (1 in) .,
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Rebecca:

ew B R TR . FACKIRMBESEN], I 7 11qg Sk, Fbih EE e L. BB iRL, Bag by, R
1847, FIRWAERATIN . EAS YR IR R AT REUE, A B BT SRAGAT,  (H H I B 45 i DR R
B, iR TS AT ARSI T IR, B IS A R TR R T ?

Danielle Brander f&=+:
W I . AP, — R IR B LRI, AR5 55— RS B ) s M6 R R A B

B RN, R REIE AL B E B R A, BT CAT 34l OISR SR A I 5 /N AT REA
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Living with Chronic tgagamg :
Lymphocytic Leukemia (CLL) socery IS today

fighting blood cancers

SUPPORT RESOURCES

* Online chats: Online moderated chat forums:

*  What to ask: Questions to ask your treatment team:
* Free education materials:

+ Past CLL education programs:

+  For information on leukemia:

+ Information Resource Center: Speak one-on-one with an Information Specialist who
can assist you through cancer treatment, financial, and social challenges.

-~ E-MAIL:
- TOLL-FREE PHONE: (800) 955- 4572
Wednesday, July 12, 2017
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