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« For the CT 3.5 group, incidence of Grade 3 lymphopenia was similar
INTRODUCTION RESULTS or numerically lower in the HDA subgroups compared with non-HDA

subgroups (Figure 3).

- In CLARITY, treatment with Cladribine Tablets showed Strong efficacy Lymphopenia based on adverse event reporting
in patients with relapsing multiple sclerosis (RMS) versus placebo - In CT 7.0 at Year 4, Grade 3 lymphopenia incidence was lower in the
over 2 years.’  In the CT 3.5 group, the incidence rates of AESI| lymphopenia were HDA than the non-HDA subgroups.
_ L . similar for the two HDA subgroups and the corresponding HDA and
» In CLARITY Extension, Cladribine Tablets produced durable clinical non-HDA subgroups (Table 1). . Overall, Grade 3 lymphopenia incidence was lower in CT 3.5 at Year 2
benefits.? than for CT 7.0 at Year 4.
_Th diff  clinical eff het reat t « In CT 3.5 at Year 2, AESIs/100 patient-years were similar in the S |
ere was no ditrerence In clinical efricacy between treatmen HRA (n = 196) and HRA+DAT (n = 219) subgroups (11.50 and 13.09 - Grade 4 lymphopenia incidence was low in all HDA and non-HDA
with Cladribine Tablets in CLARITY followed by placebo in CLARITY respectively) and similar between corresponding non-HDA groups subgroups.

Extension, vs. treatment with Cladribine Tablets in both CLARITY and
CLARITY Extension.

- Patients with RMS and high disease activity (HDA) may be at higher
risk of relapses and disability progression.

(14.08 [n = 489] and 13.46 [n = 466]).

 In CT 7.0 at Year 4, rates were approximately double the CT 3.5 at Figure 3. Percentage of Patients with Grade 3 or 4 Lymphopenia for HDA and
Year 2, but not different between HDA and non-HDA subgroups. Corresponding Non-HDA Subgroups

- There was a low rate of serious AESI lymphopenia in the CT 3.5 HRA
and non-HRA groups and no incidences in the CT 7.0 HRA and

 In a post hoc analysis of CLARITY, patients with HDA had clinical and
magnetic resonance imaging responses to Cladribine Tablets 10 mg

Grade 3 or 4 lymphopenia in HRA and non-HRA subgroups

40 -
(3.5 mg/kg cumulative dose over 2 years; referred to as Cladribine non-HRA groups (Table 1). s
Tablets 3.5 mg/kg) that were generally better than, or comparable P 35- B Grade 3 '
. . 3 byt = |
with, the overall CLARITY population. Table 1. AESI Lymphopenia for HDA and Corresponding Non-HDA Subgroups f, 4 30 ® Grade 4 o5 & 28.1
L . : _ * 1= -
- Lymphopenia is an anticipated side effect of cladribine treatment DU el g 'é 251 o1
due to its pharmacological properties leading to selective dep_let|on of HRA Non-HRA &2 20- 18.9
lymphocytes, as observed in CLARITY and CLARITY Extension.’? o =
CT 3.5 CT 7.0 CT 3.5 CT 7.0 So 197 ‘04
- While there does not appear to be a direct link between lymphocyte n =196 n =51 n =489 n =135 & § 10102 '
. . . “g o (& ]
_count _reductlon and clinical or MRI outcome_s, it is relevan_t to Any AESI lymphopenia 47 (11.50) 19 (23.64) 144 (14.08) 55 (26.68) S0
iInvestigate whether HDA patients are more likely to experience lower 0~ 0e 06
lymphocyte counts. Serious AESI lymphopenia 2 (0.39) 0 2 (0.15) 0 0 0 0 ' ' 0
HRA  NonHRA  HRA  NonHRA  HRA  NonHRA  HRA  Non-HRA
(YICT35) (Y1CT35) (Y2CT35) (Y2CT35) (Y3CT7.0) (Y3CT7.0) (Y4CT7.0) (YACT7.0)
HRA+DAT Non-HRA+DAT
OBJECTIVE DA subgroup
CT 3.5 CT7.0 CT 3.5 CT7.0
n=219 n =9 n =466 n=10 Grade 3 or 4 lymphopenia in HRA+DAT and non HRA+DAT sub
- To determine the rate of lymphopenia in patients with HDA in the | rade 5 or & lymphopenia in and non subgroups
CLARITY/CLARITY Extension studies in patients receiving Cladribine Any AESI lymphopenia SIUSLE) 20t 133 (13.46) 54 (21.74) 35 - 331
Tablets 3..5 mg/kg in CLARITY and either Cladribine Tablets 3.5 mg/kg or Serious AES! lymphopenia 2 (0.35) 0 2 (0.16) 0 30 - -
placebo in CLARITY Extension. =g W Grade 3 26.8 '
Data shown are number of patients (Adjusted AESI per 100 patient years). i Q 25+ B Grade 4 25.0
*Data reported for 2 years of active treatment (CT 3.5) or 2 years of additional active treatment (CT 7.0). k= _8 212
AESI| Lymphopenia from AE is a custom query generated as a subset from MedDRA by using all preferred -,,d—_’. o 20 — 192
M ETH ODS terms which describe drop of lymphocytes. S E,
AE, adverse event; AESI, Adverse event of special interest; CT 3.5, Cladribine Tablets 3.5 mg/kg; o < 15
. . . . I CT 7.0, Cladribine Tablets 7.0 mg/kg; HDA, high disease activity; HRA, high relapse; HRA+DAT, high O 5 |
In this pOSl_‘ hoc anaIySIS’ patlents exposeq tO. Cladribine Tablets relapse activity plus disease activity on treatment; MedDRA, Medical Dictionary for Regulatory Activities. 3 e 10.0 10.5
3.5 mg/kg in CLARITY or CLARITY Extension in Years 1 and 2 only 58 10 m
o
are referred to as the CT 3.5 group (n = 685) and a subgroup of these _ S -
patients who received further courses of Cladribine Tablets 3.5 mg/kg Lymphopenia based on laboratory data i
: _ | | o | 0 0 0.5 0.6 0
in Years 3 and 4 are referred to as the CT 7.0 group (n = 186) (see - Baseline median (minimum, maximum) absolute lymphocyte count 0
: : _ _ HRA*DAT Non-HRADAT HRADAT Non-HRAtDAT HRA*DAT Non-HRAfDAT HRAtDAT Non-HRAfDAT
Figure 1 for study design). (ALC) (x10°%L) in the overall CT 3.5 population was 1.86 (0.60, 5.30). VICT35) [VICT35) (Y2CT35) (Y2CT35) (Y3CTT0) (Y3CT70) (YACT70) (Y4CT7.)

HDA subgroup

- Median ALC nadir (x10%L) for HRA and HRA+DAT CT 3.5 patients at
Year 2 were 0.71 and 0.70 respectively; median ALC nadirs were 0.65 in

Figure 1. CLARITY/CLARITY Extension Study Design

Grade 3 lymphopenia < 500 cells/mm?3; Grade 4 lymphopenia < 200 cells/mm?3, ®

Bridging both corresponding non-HDA subgroups (Table 2). CT 3.5, Cladribine Tablets 3.5 mg/kg: CT 7.0, Cladribine Tablets 7.0 mg/kg: HDA, high disease activity; HRA., high relapse:

HRA+DAT, high relapse activity plus disease activity on treatment.

interval

CLARITY CLARITY Extension
(2 year randomised (2 year re-randomised . .
placebo-controlled placebo-controlled Table 2. Absolute Lymphocyte Count Nadirs (x10°/L) for HDA and Corresponding
core phase) phase) Non-HDA Subgroups CON C LUSIONS
Year 1 Year 2 Year 1 Year 2 6 months
(1st48  (2nd 48 (1st48  (2nd4g °TOD .
| weeks) ~ weeks) v Weeks)  weeks) HRA Non-HRA * There were no relevant differences between the HDA and
MRI soreening P cT7.0 CT 35 CT7.0 non-HDA subgroups with regard to incidence of the AESI
Cladribine Tablets h =196 h =51 e L lymphopenia, ALC nadir, and time to ALC nadir.
Placebo 3.5 mg/kg over 2 years } PC 3.5 ma/k
.5 mg/kg Year 1, Median (Min, Max) 0.82 (0.3, 2.7) ) 0.83 (0.2, 2.3) ) ]
’ ’ n =194 n = 489  There were no relevant differences between the HRA
_IEEDN | Soceine Tabiets Tlacene CP 3.5 mglkg Year 2, Median (Min, Max) U7 04 1) _ D5 (82,21 _ and HRA+DAT subgroups with regard to incidence of the
Screening} With RRMS T 3.5 mglkg over 3 years AESI lymphopenia and ALC nadir, suggesting that the
(1:1:1) p CC7.0mglkg Year 3, Median (Min, Max) : 07002 14) : 062002 16) inclusion of previously-treated patients did not change
the risk and the severity of lymphopenia.
- 2E_))Iadr/illgine Tat;lets Placebo CP 5.25 mglkg Year 4, Median (Min, Max) - 0'66n(2'421’21'3) - 0'5?] (=O'121’Q/I & y ymp P
e Sladioine Tablets , — It should be noted, however, that DAT patients
' CC 8.75 mg/kg HRA+DAT Non-HRA+DAT | TH
Vears 12 Vearc 3 represented only a small proportion of additional HDA
Placebo CT 3.5 CT 7.0 CT 3.5 CT 7.0 patients.
— Cladribine Tablets 3.5 mg/kg n=219 n =56 n =466 n=130 ] ] ] .
2.year cumulative dose  Patients who received CT 3.5 mg/kg had a lower incidence
—— Cladribine Tablets 5.25 mg/kg Year 1, Median (Min, Max) 0'8r21 (=0'231’72 o - 0'8?1 (=02126’62'3) - f - . :
ot camatvs oo of AESI lymphopenia than patients who received CT 7.0.
Year 2, Median (Min, Max) 0'72 (=O'12é71'9) - 0'6§ (=0'422’12'1) -

MRI, magnetic resonance imaging; RRMS, relapsing remitting multiple sclerosis. : : 0.70 (0.2, 1.4) 0.61 (0.2, 1.6) REFERENCES
Year 3, Median (Min, Max) - = 5,6 - N = 13’0
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- Two overlapping sets of criteria (Figure 2) were applied in the Year 4, Median (Min, Max) i 066 02 1.9) i 057 0.2 14) 2. Giovannoni G, et al. Mult Scler. 2017; Aug 1:1352458517727603. doi:
analysis of baseline disease characteristics to subdivide patients into 10.1177/1352458517727603. [Epub ahead of print]
HDA aroubs based upon: CT 3.5, Cladribine Tablets 3.5 mg/kg; CT 7.0, Cladribine Tablets 7.0 mg/kg; HDA, high disease activity; 3. Glovannoni G, et al. Mult Scler. 2018; Apr 1:1352458518771875.
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Min, minimum.
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