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Background Long-Term Survival and Durability

» Systemic anaplastic large cell lymphoma (ALCL) is a Primary Brentuximab Vedotin Mechanism of » At study closure, which occurred approximately 5 years after the last pt's end-of-treatment visit, the median observation time for all enrolled pts was 71.4 months from first
CD30-expressing aggressive subtype of peripheral Action and Proposed Secondary Effects dose (range, 0.8 to 82.4)
T-cell lymphoma (PTCL) | | » The estimated 5-year overall survival (OS) rate was 60% (95% CI: 47, 73), and the median OS was not estimable (95% ClI: 21.3, —; range, 0.8 to 82.4+ months)
y '(°~F:P)r0><_|”mdate|); 40% to 65(7:(191‘ SySte”HC A}LCI:[I_patlents Jt . » The median progression-free survival (PFS) was 20.0 months (95% Cl: 9.4, —)
pts) will develop recurrent disease after frontline | O e——r— g O = . o _ . .
treatment, with median progression-free survival (PFS) A > Of the 58 enrolled pts, 42 (72%) had ALK-negative disease

CollDeath o The estimated 5-year OS rate was 61% (95% CI: 47, 76) for ALK-negative pts and 56% (95% ClI: 32, 81) for ALK-positive pts

and overall survival (OS) after relapse of 3.1 and 5.5 > Median PFS for ALK-negative and ALK-positive ALCL was 20 months (95% Cl: 6.7, —) and 25.5 months (95% CI: 8.0, ), respectively, with the median OS not reached for each

months, respectively®
» A pivotal phase 2 study evaluated brentuximab

. . . Overall Survival (N=58 — Patients Who Achieved CR Following Treatment Patients in Follow-Up and in Remission at
vedotin (ADCETRIS®), a CD30-directed antibody- 100 - ( ) with Brentuximab Vedotin (N=38) ’ End of Study (N-16)IO
drug conjugate, in pts with relapsed or refractory (R/R) - -
systemic ALCL (NCT00866047) o - In the 38 pts who achieved CR with brentuximab » Of the 38 pts who achieved CR, 16 pts (42%) were
. The phase 2 study is now closed. After a 5-year follow- cot csad i 4 . WP s supuncor z 5 vedotin, the median response duration was not still on study and in remission at study closure
up period, the final end-of.study results are presented. = *Porii e *% r0- reached (95% Cl: 20.0, —) and ranged from 0.9 to without the start of new anticancer therapy, other
- Adjacent a T — : -? ‘, M H "c_E - : I_|
a Savage KJ. Hematology Am Soc Hematol Educ Program: 280-288; 2008 - tumor cel - i A - - o0 y NN 79.7+ months than SCT _ _ _
> Mak et al., J Clin Oncol 31: 1970-1976; 2013 - A o 50 . Of the 38 CR pts, 16 underwent consolidative SCT  The medla.n obse_rv_atlon time for the 16 pts still on
g - (8 allogeneic, 8 autologous) as the next therapy study and in remission was /5.4 months
Study Design 5 a0 after brentuximab vedotin (range, 69 to 82.4)
o Median OS and PFS were not reached in these pts |
20 - A )
Eligibility Patient Baseline Characteristics (N=58) 10- N Events  (Monthe)  (Monthe) who underwe.nt subsequenj[ SCT | O [ >
» Relapsed or refractory CD30+ sALCL . Measurable disease =1.5 cm and FDG-avid _ o O'S 58' 25' ~ (213, —) | | | | | | | | e |n the 22 ptS with CR who did not receive SCT as § <=CE HA >
+ Age 212 years + ECOG 0~ Age, median (range) o2 yrs (14-76) o 6 12 18 24 3 36 42 48 5 60 66 72 78 64 consolidation, the median OS was not reached, and | % u >
the median PFS was 39.4 months (95% CI- 14.3 —) | 2 |
Gender (n) 33M/25F Time (Months) € median was o5J.4 monins o LI 14.9, — 3 A >
> Treatment: 21-day cycles Progression-Free Survival (N=58) s O [ >
o o 0 . . @t @
£ S 1.8 mg/kg IV every 21 days, 2 ECOG status, n (%) 100 - OS by Consolidative Transplant c ¢ s >
S % administered out-patient over 30 min, o 0 19 (33 a 100 - 2 T e >
g o 8-16 cycles for SD or better S (33) O 90- L | £
® 1 38 (66) Tg 80 - . Dgc ® e 4 B ALK Positive
? i 70 4 o 297 = T ALK Negative
Dose Restage* at Cycles 2, 4, 7, 10, 13, 16 2 1(2) = = et B | s >
0 60 - " | -g — 4 First Response
* Revised Response Criteria for Malignant Lymphoma (Cheson 2007), postbaseline PET scans - = = o O [® > End of Treatment
obtained in Cycles 4 and 7 only ACIN negatlve’ A (%) 2 (72) '*% 50 - % 007 EU cé & 0O > /\ Transplant
al al
. . Refractory to frontline therapy, n (% 36 (62 B 40- ’ L 5 90 4 O > ) PFS and OS Censored
A phase 2, multicenter, open-label study of brentuximab K » 0 ) o2 o * . S , O Poperikr
vedotin in pts with R/R systemic ALCL Refractory to most recent treatment, n (%) 29 (50) % 307 £ N >
£ - S 30-
° The flrSt pt was enrO”ed June 2009 Prior autologous stem cell tranSplant (SCT), n (OA)) 15 (26) Y * Median  95% Cl o 20 0 1|O 2|0 3|0 4|0 5|0 6|O 7|0 8|O glo
» All pts completed treatment June 2011 and were followed B o- u_ Events (vt Overall Survival (Months)
for progression and survival until the end of stud ' = o ——sCT 6 4 — : . : :
p g y Efflcacy (N 58) 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 oL, ' NoSC')T 22 | 5 = | | | | | | | | | Basellne Characterlstlcs of Patlents Wlth
. i 0 6 12 18 24 30 36 42 48 o4 60 66 72 78 84
Study Endpoints RE* nvestigator 08 by Bect R T'mel('\”"”ths) tigator (N=58) e (onte Best Response of CR
. Dr . ST y Best Response per Investigator (N=
Primary: Overall objective response rate (ORR) by Objective response rate, n (%) 50 (86) 50 (86) - CR and in
iIndependent review faC|I|ty (|RF) ¥ PFS by Consolidative Transplant remission at EOS  All other CR
. : : Complete remission (CR) rate, n (%) 34 (99) 38 (66) 07 i y (N=16) (N=22)
Secondary: Overall survival E . 100 - | ,
e . . . 8o [ | | Median age in years (range) 56 (14. 76 50 (17. 74
« Addit | fled): ORR and PFS b tigat . - 0 L (14, 76) (17, 74)
itional (pre-specified): an y investigator Pro et al., J Clin Oncol 30: 2190-2196; 2012 : LT o - Female, n (%) 4 (25) 13 (59)
é o] ; E 80 - | L‘ ECOG status, n (%)
Safet 5 Y I T 70- . oo oo 0 4 (25) 11 (50)
sty . ] 2 - , 1 12 (75) 11 (50)
s . o o 2 ALK negative, n (%) 11 (69) 17 (77)
o The_ most common (220%) treatment-emergent ad\(erse_ events were 60 - oo s 30 g C en o Fvoms (Monhs % oo Median time from initial diagnosis, 99 20
peripheral neuropathy (PN), nausea, fatigue, pyrexia, diarrhea, rash, W Grade 2 20- i PR 128 s 5 months (range) (6.2, 113.2) (4.4, 186.5)
- Adverse events of Grade 3 or higher that occurred in =25% of pts were B W Grade 3 oo 5 20- . Refractory to frontline therapy, n (%) 7 (44) 16 (73)
neutropenia (21%), PN (17%), thrombocytopenia (14%), anemia (7%) L 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 e - N Events (Manths) Refractory to most recent treatment, n (%) 5 (31) 11 (50)
fatigue (5%), and recurrent ALCL (5%) | | £ 40- fime (Monfhe) ol ——Nescr 2 1 s Median baseline SPD, cm* (range) 14 (3.2,76.8)  12(2.0,51.3)
Resolution of Peripheral Neuropathy _% N=33 PFS by Best Response per Investigator (N=58) 0 6 12 18 24 30 iﬁ (:Az th 4)8 54 60 66 72 78 84 Baseline bone marrow involvement, n (%) 0 2 (9)
. . ol 100- i SPD = f the product of diamet
» 33 of 58 pts (57%) experienced PN2, the majority of whom had symptoms « 30- iy ST LT PIEEE O EEIEEE
< — 0 ’ |
< Grade 2 | | | S % Al
o 30/33 pts (91%) experienced complete resolution or some improvement of PN E 20- g L Summary and Conclusions
symptoms at last follow-up z o s | |
- 22/33 pts (67%) had complete resolution® 5 N=11 < 601 | n ' '
p 0 p o < . * These end-of-study results, presenting over 5 years of follow-up data, demonstrate that among pts with R/R
— 10- £ gl | ) . . .. L L
- No Grade 3 PN events were observed at last follow-up - g E systemic ALCL, the majority of pts have achieved clinically significant durable remissions, and a subset may
» The maijority of pts with ongoing PN (8/11) had a maximum severity of Grade 1 : s Pt N Evens  (edien have been potentially cured with single-agent brentuximab vedotin
at last follow-up 0 55 W at leasi — Prs v/ PN ot é:j) 30- - — §§ ;:g 15 i * Furthermore, associated toxicities are manageable, with high rates of improvement or resolution for peripheral
* For those PN events that resolved, the median time from onset to resolution one PN event last follow-up S| oz oz neuropathy associated with brentuximab vedotin
was 14 weeks =101  Arandomized phase 3 trial (ECHELON-2) is ongoing to evaluate the combination of brentuximab vedotin with
 Standardized MedDRA query (SMQ) analysis o - - . cyclophosphamide, doxorubicin, and prednisone for frontline treatment of CD30-expressing peripheral T-cell
b Resolution is defined as event status of resolved/recovered or resolved/recovered with sequelae; or return to baseline or lower severity as of the last follow-up 66 12 18 24 30 3% 42 48 54 60 66 /2 78 84 : : '
’ lymphomas, including systemic ALCL (NCTO01/777152)
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