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Abstract Purpose: Thalidomide and its more potent y enh.
A B §$ TR ACT d dy We therefore !
oraicle i bia Wil 7 bk (WM) patients
Abstract We examined the activity of bortezomib, dexamethasone, and nitwamab (BDR) in patients with naive 1o either sgent.
untreated buiinernia (WM) Experimental ! Intended therapy consisted of 48 weeks of lenalidomide (25 mg/d lor
Everolimus inhibits mTOR, 2 component of PI3K/  Median time 10 response veas 4 weeks, Discordance between Patients and Methods. 3 wewks and then 1 week off) slong with rtuwdmab (375 mg/m?/wk) dosed on weeks 210 6 and
mmﬂmmw and CXCRA-acti- A cycle of therapy consisted of 1.3 mg/m? i amethasone 40 mg on 13 10 16. Sixteen patients were enrolied, 12 of whom were previously untreated.

serum IgM levels and bone marrow discase busben was remark-
able. up of 13.1 (rang, 1.6-64.6 monii),
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consisied of everolimus {10 mday) undl

days 1,4, 8, and 11; and rituximab 375 mg/m” on day 11 Patients received four consecutive cycles.
for induction therapy and then four more cycles, each gven 3 manths aparl, for maintenance
therapy. Twenty-three patients received a median of seven cycles of treatment

Results: Unexpectedly. we observed an acute decrease in hematocrit in 13 of 16 patients
(median hematocrit decrease. 4 8%). which was sttributable to lenalidomide patients and which
led to cessation of further ervoliment on this study. | related anemia was

= Apseieninl Ty ';“'“ Median bons marow disesse involvement decined from 55% 1o 10% (P = .0004), seum even st doses a3 low as § m/d and occurted in the absence of hemolysis or other cylopenias.

B .:" n immunogiobulin M levels decined from 4,830 1o 1,115 mg/dL (P < 0001), and hematocrit increased The overall response and major response ((50% decrease in serum IgM) rates were 50% and

""“"m“’k,’_ senum g feves declined. . T e from 28.8% 10.38.2% (P = .0002) ot best response, Th oversl response raes and melor respoae 2sx respectively, on an intent-to-treat basis. With a median follow-up of 31.3 months, 4 of
Wkt 40 s 1,560 mwlch 0.0001), median hemoglobin and tresment cesation can ofien leu 1o Fpid senam oM rates were 36% and 83% with three complete responses, twa near complete responses, three very o iacion e ol 18.9 months.

rose from 10,810 12 g/dL (7= 0,001}, anud ehouiak i i pood partial respanses, 11 partial respanses, and three minar responses. Responses ccurred at a ,. g i o -

madian of 1.4 months. With a median follow-up of 22.8 months, 18 of 23 patients remained free of
disease progression. Peripheral thy was the most commaon toxicity, and it resalved to grade
= 1in 13 of 16 patients at a r 6.0 months. Four of the first seven treated patients
developed herpes zoster, resulting in the institution of prophylactic antiviral therapy.

Conclusion

The resuits demonstrate that BDR produces rapid and durable respenses, along with high rates of
response and complete remissions in WM. Herpes zaster prophylaxis is necessary with BDR, and
reversible perpheral neuropathy was the most comman taxicity leading to premature discontin-
uation of bortezomib in 61% of patients. Exploration of altemative schedules for bortezomib
administration that includes weekly dosing should be pursued
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od verus previously treated Waldenstiom macroglobulinernia
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patent achieved in WM patients with lenalidomide and
nmumb'ppeukulbm.
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J Clin Oncol 27:3830-3835. © 2009 by Amencan Society of Clinical Oncology

CLINICAL TRIALS AND OBSERVATIONS

Long-term outcomes to fludarabine and rituximab in Waldenstrom
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Thalidomide and rituximab in Waldenstrom macroglobulinemia
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Boston, MA
We report the long-term outcome of a and minor response (n = 4), for overall of 40.3 months, we observed 3 cases of
CDS52 Is expressed on malignant cells In =1, ") in 4 pa- and major response rates of 95.3% and to

Thalidomide enhances  rituximab- untreated. Responses were complete re- 11 patients experiencing grade 2 or Iymphoplasmacytic lymphoma (LPL), in- lpﬂllmpnnu(n-ﬁl oraMR(n=11) tients at a median of 13.6months after fludarabi B DB} I el ian ti 5 1 sdyepiestio syrdrome!
mediated, antibody-dependent, cell- sponse (n = 1), partial response (n = 15),  greater neuropathy, 10 resolved 1o grade eluding Igh-secreting Waldenstrém mac-  for an overall and majer response rate of  therapy, which contributed to 1 death. s;&:’m;:o:;b«'n::m': (w;, ‘:;:": u"?:hr::::ltl 'l'l"nm:: 5:; n‘;r:’:s :::c;u‘";d"z:mf:h:':m‘ of

modiated cytotoxicity. Wo therelors con-  and major response (n = 2), for overall 1 orless at a median of 6.7 months. Thalido- rogiobulinemia (WM). We axamined the  75%and 38%, respectively. Median serum ilamturumab la an active tharapy In pe- 3 P g pa ye
study using and maj P 72%and 64%, mide in combination with rituimab is activity of alemtuzumab in 28 symptom- Iy decreased from 3510 to 1460 mg/dL tients with LPL, but short- and long-erm tients with less than 2 prior therapies and was longer for untreated patients this study demonstrate that fludarabine
and rituximab in Walden- on an it basis. active and produces were eligible. Intended therapy consisted (P = .017) and those achieving at least a  and rituximab are highly active in WM, al-

sirom macroglobulinemia (WM) patients
naive to either agent. Intended therapy
consisted of dally thalidomide (200 mg
for 2 weeks, then 400 mg for 50 weeks)

Median serum IgM decreased from 3670
to 1590 mg/dL (P < .001), whereas me-
dian hemaloerit rose from 33.0% to 37.6%
(P =.004) at best response. Median time to

was 38 months.

per
on weeks 2 10 5 and 13 1o 16. Twenty-five
patients were enrolled, 20 of whom were

long-torm responses
in WM. Lower doses of thalidomide
(ie, =200 mgiday) should be considered

tion. This trial is registered at www.

Periphoral o was
the most common adverse event. Among

as (Blood.
2008;112:4452-4457)

atic LPL (27 IgM and 1 IgA) patients. The
median prior number of therapies for
these patients was 2 (range, 0-5) and 43%
had refractory disease. Patients received
alemtuzumab at 30 mg IV 3 times weekly
for up to 12 weeks after test dosing, and
aiso received hydrocortisone, acyclovir,
and Ractrim or

(P <.001 at best response). With a me-
dian follow-up of 64 months, the median
time to progression was 14.5 months. He-
matologic and infectious complications,
including CMV reactivation, were more
common in previously treated patients and
were indirectly associated with 3 deaths.
1 anatarm .

toxicities noed to be caretully weighed

availal
Late AITP is a newly recognized compli-
cation of alemtuzumab in this patient
population. This study is registered at
www.clinicaltrials.gov as NCT00142181.
(Blood. 2011;118(2):276-281)

of 6 cycles (25 mg/m? per day for 5 days)
of fludarabine and 8 infusions (375 mg/m®
per week) of rituximab. A total of 43 patients
were enrolled. Responses were: complete
response (n = 2), very good partial re-

very good partial response (P =.049).
Grade 3 or higher toxicities included neu-

though short- and long-term toxicities need
to be carefully weighed against other avail-

tropenia (n = 27), ytop: able ‘options. This study s regis-
(n=7),and (n=8), tered at gov as
2 patients who died of non-Pneumocystis  (Blood. 2009;113:3673-3678)

With a median follow-up

sponse (n = 14), partial =21),
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LINCAL TRIALS At OBEERVATIN The NEW ENGLAND JOURNAL of MEDICINGE Long-term follow-up of ibrutinib monotherapy in treatment-

Carfilzomib, rituximab, and dexamethasone (CaRD) treatment offers naive patients with Waldenstrom macroglobulinemia

a neuropathy-sparing approach for treating Waldenstrom’s
Jorge J. Castillo @'+, Kirsten Meid', Joshua N. Gustine®'”, Carly Leventoff', Timothy White', Catherine A. Flynn',

macroglobulinemia == ST
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The 1
"Bing Carter for Wakdenstréms Macrogiobulinemia, Dana-Farber Cancer institute, Boston, MA: *Hanard Medical School, Boston, MA: and BinBroges Authorls) 202

oy o Ibrutinib in Previously Treated

A1’ 1 1 Herein, we present the final report of a single-center, prospective phase Il study evaluating ibrutinib 420 mg once daily in 30
R— P U (R —— Waldenstrom’s Macroglobulinemia FHR S e R i o Al o I e 1 g s s i o
7 = i * PO (NCT02604511). With a median follow-up of 50 months, the overall major, and VGPR response rates were 100%, 87%, and 30%.
[ ﬁ:aﬁ:;::;o’:‘ﬂgaba]m i‘v‘:.ﬂw i ok Protocol teven P. Treon, M.D., Ph.D, Christina K. Tripsas, M.A., Kirsten Meid, M.P.H JheVCh thes ae Al R0 DOt Kgicantly 30, Patients Ay ther: LRI pracons {1 e 43 B S 00Y.
2 2 o s Jori B o e o b Ihemedun\:metoamvﬁpnmewmognmms.ammammpomewm|9nmmmwghmelmgeuntm\mm
Kﬁm&d&mpz 20mg, on days 1, 2, 8, and 9, and riuximab, 375 mg/m?, on days 2 and 9 every 21 days. Diane Warren, B.S., Gaurav Varma, M.S.P.H., Rebecca Green, B.S,, mutated CXCR4 at 1.7 months (p = 007) and 7.3 months (p = 0.01). Six patients had disease
fmnmeWMpniienls * | Mamenance therapy fotiowed 8 weeks ater with ntravenous carizomin, 3 mg/n?. and Kimon V. Argyropoulos, M.D., Guang Yang, Ph.D., Yang Cao, M.D., Lian Xu, M.S. malwslrr;x;mmam;’:ye:;;ﬁrat;;n‘::u ::wasalsoamsuwl:::m O Yo PFS":,""‘N*"“
. N intravenous dexamethasone, 20 mg, on days 1 and 2, and rituximab, 375 mg/m®, on day 2 g : padiisl ’ o o = _ s : than wit 4 mutations (! vs. 92%; p ). mMost commaon treatment-rel adverse events were fatigue, upper
. g;;cm':ly Tt every 8 weoks for 8 cycles. A% 10very Christopher J. Patterson, M.S,, Scott Rodig, M.D., Ph.D., James L. Zehnder, M.D., infection, and h Atrial ion occurred in 20% of patients. Ibrutinib monatherapy induced durable responses.
good partial 10 partial and 6 minimal and was not Act b i £ : ¢ p in treatment-naive patients with WM. CXCR4 mutations imy VGPR attainment, time to , and 4-year PFS rate.
impacted by MYD88 and mpacted by MYDSS“™** or CXGRA™™ mutation status. With & median follow-up of 15.4 JonC Hsmr‘ M.D., Ph.D., Nancy Lee Harris, M.D., Sandra h.nr;m, M.S., P pacied SO pones
CXCR4 mutations and months, 20 patients remain progression free. Grade 22 toxicities included ssymptomatic Irene Ghobrial, M.D., Jorge J. Castillo, M.D., Jacob P. Laubach, M.D., Leukemia (2022) 36:532-539; hitps://dol.org/10.1038/541375-021-01417-9
o T ey T el poiel reyin Zachary R. Hunter, Ph.D., Zeena Salman, B.A,, Jianling Li, M.S., Mei Cheng, Ph.D
spa.rmop%mrwlrsahngWM (3.2%) with multiple risk factors, and PN in 1 patient (3.2%) which was grade 2. Declines in Lacnary er » £€€EN3a man, Jraniir €l eng., U,
patients. wmmmmm=mwa:nmmma W‘Hﬂ"“ﬁw“" Fong Clow, Sc.D., Thorsten Graef, M.D., M. Lia Palomba, M.D.,
n s
(Blood. 2014;124(4):503-510) and Ranjana H. Advani, M.D.

© Venetoclax in Previously Treated
Waldenstrom Macroglobulinemia

. . N - . . CLINICAL TRIALS AND OBSERVATIONS
Ixazomib, dexamethasone, and rituximab in treatment-naive patients
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with Waldenstrom macroglobulinemia: long-term follow-up Ibrutinib and venetoclax as primary theraPY m Timothy P. Wik, BA',Cathein A. Py, NP, Shorna Sarosiek, MOV Andrew . Branaga, MO Mara . Demcs, BA'
5 o : Maria L. Guerrera, MD'; Amanda Kofides, BA; Xia Liu, BA'; Manit Munshi, BA’; Nicholas Tsakmadis, BA'; Lisn Xu, BA';
symptomatic, treatment-naive Waldenstrém Guang Vang, BA'; Chistopher 5. Pattrson, BA's Zachar R, Munter, PROY, althem 5. Oarids, MO?”, Richard . Fsman, MD's aod
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PURPOSE BCL2 is i and confers pi signaling in malignant lymphoplasmacytic cells in
Waldenstrom macroglobulinemia (WM). Venetoclax is a potent BCL2 antagonist and triggers in vitro apoptosis of
WM cells. The activity of venetociax in WM remains to be clarified

Proteasome inhibition is a standard of care for the primary treatment of patients with

Waldensiréen macroglobulineria (WM). We present the loag-term follow-up of "Bing Center for Waldenstrém Macroglobulinemia, Dana-Farber Cancer Institute, Boston, MA; 2Department of Medicine, Harvard Medical School, Boston, MA;

Centerfor Multiple Myeloma, Massachusetts General Hospital, Boston, MA; and *Division of Hematology and Oncology, Beth Israel Deaconess Medical Center,

a prospective, phase [I clinical trial that evaluated the combination of ixazomib, Boston, MA
dexamethasone, and (IDR) in 26 patients with WM. IDR was PATIENTS AND METHODS We performed a multicenter, prospective phase Il study of venetoclax in patients with
administered as 6 monthly induction cycles followed by 6 every-2-month maintenance Concurrent Bruton tyrosine kinase and BCL2 inhibition has not yet been investigated in ™ previously treated WM (NCT02677324). Venetoclax was dose-escalated from 200 mg to a maximum dose of
cycles. The MYDSS L265P mutation was detected in all patients, and CXCR4 mutations were © The combination of ‘:’:"de“:‘“': '“"’"°9'°b“""°"“"‘ (W) \We perfmed an '“"’“'9“":’ ;5';‘;: trial °df 800 mg daily for up to 2 years.
R i e o tinib an in ive patients wit mutated
detected in 15 patients (58%), The median time to response (TTR) and time to major response ibrutinib and i RESULTS Thirty-two palients were evaluable, including 16 pre axposed o Bruton iyosine kinase inhibltors
ighgelix ko) WM. Patients received ibrutinib 420 mg once daily (cycle 1), followed by a ramp-up of ny g Ay byros

(TTMR) were 2 and 6 months, respectively. Patients with and without CXCR4 mutations had
median TTR of 3 months and 1 month, respectively (P = .003), and median TTMR of

(BTKis). All patients were MYDES L265F-mutaled, and 17 carried CXCR4 mutations. The median time to minor and

deep and durable venetoclax to 400 mg daily (cycle 2). The combination was then administered for 22 addi- major responses was 1.9 and 5.1 months, respectively. Previous exposure to BTKis was associated with a longer

responses in treatment- | ;o | 4 \week cycles. The attainment of very good partial response (VGPR) was the primary

10 months and 3 months, respectively (7 = .31). The overall, major, and very good partial naive patients with % b S % > time fo response (4.5 v 1.4 months; P < .001). The overall, major, and very good partial response rates were 84%,
response (VGPR) rates were 96%, 7%, and 19%, respectively. The rate of VGPR in patients Waldenstrém end point Forty:five patientsiwere: enrollaclin thie stildy. The msdian bassline; charactar. 81%, and 19%, respectively. The major response rate was lower in those with refractory versus relapsed disease
with and without CXCR4 mutations were 7% and 36%, respectively (7 = .06). The median magroglobisesmia: Isticswere as hlb‘fsz age 67 years, serum I?M 439/l .a"d he"wglob'." 162 g/L. Senantoen (50% v 95%; P = .007). The median follow-up time was 33 months, and the median progression-free survival was
progression-free survival (PFS) was 40 months, the median duration of response (DOR) was s iamaniomnigiiinopyy || PSS eemyacl BRI Rusctitions. ilnt s st fu SEC) oot SRR el 30 months. CXCR4 mutations did not affect treatment response or progression-free survival. The only recurring
38 months, and the median time to next treatment (TTNT) was 40 months. PFS, DOR. and was stopped early due | OF higher adverse events included neutropenia (38%), mucositis (9%), and tumor lysis grade = 3 treatment-related adverse event was neutropenia (n = 14; 45%), including one episode of febrile
TTNT were not affected by CXCR4 mutational status. The safety profile was excellent with no vl syndrome (7%}, Atrial, fibrillation occurred in 3 (%), and veittricular arrhythimia in'4(7%) neutropenia. Laboratory tumor lysis without clinical sequelae occurred in one patient. No deaths have occurred

. [ s ; expected occurrence of | patients that included 2 grade 5 events. With a median follow-up of 24.4 months, the 24-
grade 4 adverse events or deaths to date. IDR provides a safe and effective frontline ventricular arrhythmia P ” SIec R ! CONCLUSION Venetoclax is safe and highly active in patients with previously treated WM, including those who
treatment option for symptomatic patients with WM. This study was registered at www in 4 of the 45 month progression-fres survival (PFS) and overall survival (O5) rates ware 763 and 965, previously received BTKis. CXCR4 mutation status did not affect treatment response.
clinicaltrials.gov as ENCT02400437 participants. respectively, and were not impacted by CXCR4 mutations. The median time on therapy was

L/ 102 months, and the median time after the end of therapy (EOT) was 13.3 months. Eleven 16Hn Guoel MA3-71. © 211 by Amariaan Seslety of Chuisal Buesteny
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A sustainable think-tank
to support clinical research collaborations
In Waldenstrom macroglobulinemia




VISION

To improve the lives of patients with
Waldenstrom macroglobulinemia through
scientifically driven clinical research
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* Director: Jorge J. Castillo (DFCI)

* Project manager: Search ongoing

* Research coordinator: Search ongoing

* Meeting planner: Lorraine Martinez (DFCI)



Clinical trials — late development

* Loncastuximab tesirine for previously treated WM
(NCT05190705)
* PI
* Shayna Sarosiek (DFCI)

e Collaborators

* Prashant Kapoor (Mayo)
* Mary Kwok (Fred Hutch)

e Status
* Active, enrolling



Clinical trials — late development

* Epcoritamab for previously treated WM
* Pl
« Gottfried von Keudell (BIDMC)

* Collaborators
* Larry Anderson (UT Southwestern)
* Chris Dittus (UNC)

e Status
 DFCI/BIDMC IRB approved



Clinical trials — late development

 Zanubrutinib, bendamustine and rituximab for treatment-
naive WM (ZEBRA)
* PI
* Andrew Branagan (MGH)

e Collaborators

e Larry Anderson (UT Southwestern)
» Jeff Matous (CBCI)

e Status
* FDA comments received and addressed



Clinical trials — early development

* Pirtobrutinib, venetoclax and rituximab (PROVE-IT)
* Frontline treatment
* Pl: Lia Palomba (MSKCC)

* ABV338 (anti-BCMA bispecific antibody)

* Late relapse (2+ previous lines of therapy)
* Pl: Prashant Kapoor (Mayo)



Database

* Create a US-based WM registry
* Understand treatment patterns and outcomes in the US

* Answer questions unlikely to be answered by clinical
trials

* Leads
* Prashant Kapoor (Mayo)
* Yazeed Sawalha (Ohio State)
* Georgios Pongas (U Miami)



* Post-hoc studies in WM-NET clinical trial samples
* Potential to expand to other types of samples

* Lead
 Sheeba Thomas (MD Anderson)
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