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Infroduction Table 1. NNT Interpretation ProfOL{nd Reduction (_275%) in Selzu!e Freque.ncy and Clinically
» Families of patients with Dravet syndrome experience substantial financial and NNT Cohen's d° Eliectsize Meaningful Improvement in Executive Function
Lot 1,2 ] . Perfect® . « o .
humanisfic burdens | | | - | : 08 for NNT=0 3 oo Comparison of Profound (275%) vs Minimal (<25%) MCSF Reduction and

* Unpredictability and severity of seizures disrupt family life and require frequent ' ' < BRIEF® S Y 1

. _ cores ar rear

4 0.5 for NNT=3.6 Medium
medical care and expenses 9 0.2 for NNT=8.964 small * |n apooled analysis of active and placebo subjects at Year 1, more patients
£ 10r =0. agle ’
e Patients experience moderate o severe infellectual disabillity in adulthood, (n=24/53; 45%) achieved profound (275%) vs minimal (<25%) levels of MCSF

. . . . . . . . aCohen’s d is an effect size meftric that expresses differences among treatment groups in units of standard deviation (ie, difference in il © S — © ©
reqdumphg COI’GQIVGI’?hTO IﬂVﬁST T’[erT;\e On?. fmﬁ nﬁlqu. resources into healthcare seizure frequency between placebo- and fenfluramine-treated groups over pooled standard deviations). reduction (ﬂ:] 1/53; 2]%)
andad ortner services .I’OUQ Oou e pdarltient s lietrime ?rl;lrgerVgHié)é:c(:igsﬂ%gI?wi:‘eon? Lr;’rpe)%ig’rki)%r;.hos a rate of 100% for the outcome measured compared to a rate of 0% for the comparator e A significan’rly higher percen’roge of po’rien’rs in the profound (275%) responder

* |deal treatment strategies group experienced significant, clinically meaningful improvement in ERI and GEC
e Optimize both reduction in seizure frequency and clinically meaningful Resulis scores, with a trend toward improvement in CRI scores (Figure 4)
improvements in patient quality of life that ease caregiver burden Patients at Times of Analvsis » Profound (75%) MCSF reduction corresponded with NNT of 2 to achieve these
. . y . . . levels for patients receiving fenfluramine 0.7 mg/kg/day. In a second RCT (Study
ObjeC'ﬁveS  Of 119 fotal patients in Study 1 with MCSF data af Visit 12 (~Week 14), corresponding CGl-| 1504, with adjunctive FFA in patients taking stiripentol),? NNT of 3 was found at the
. . . . . data were available for 112 caregivers and 114 investigators >75% der level (Fi 5
 To determine the number needed to treat (NNT) with adjunctive fenfluramine + 53 patients in the OLE had completed 21 year of FFA and had both pre-randomization o responder level (Figure 5)
t hieve “clinically meaningful” r tions in monthl nvulsiv izur . — .7 . i i i 3 i tanifi ini i
ﬂ? ac ne e(AjCSE)O y meaningful” reductions in monthly convulsive seizure baseline and Year 1 BRIEF®2 data when this analysis was performed Figure 4. Proportion of Patients With Significant, Clinically Meaningful
equency Improvement (>95% RCI = 210-Point Change in T-Scores) in BRIEF®2°
Clinically Meaningful Change in Seizure Frequency Based on CGI-I Ratings Index/Composite Scores (Pre-Randomization Baseline to Year 1)
Methods ROC-Derived Thresholds for Clinically Meaningful Change in Seizure Frequency
Primary Data: Study 1 (NCT02682927/NCT02826863) and Study 1503 at Week 14 50-
. Reduction in MCSF:
(NCT02823145) (Figure 1)** o A 244% reduction in MCSF was identified as the cut point for a clinically meaningful W >75% (n=24)
. . . . . change in seizure frequency based on both investigator and caregiver CGl-l ratings of E <25% (n=11)
- 40-
Figure 1. Study Designs in Patients With Dravet Syndrome Aged 2-18 Years “Much Improved” or better
_  Fenfluramine 0.7 mg/kg/day NNT to achieve this level of response was 2 (Table 2;
Study 1: RCT 1503: Open-label extension Figure 2) I 30- P=0.024 P=0.088
 The cut points for profound reductions in MCSF were 267.5% (investigators) and 260% £ F=0.024
Baseline'Tigatio'; Traznsitic?(n (caregivers) based on CGI-l ratings of “Very Much Improved” (Table 2; Figures 2 and 3) 2 20
- 2 weeks weeks : . . o 20-
° o
6 weeks Maintenance Taper to 0.2 ma/kg/day Fenfluramine 0.7 mg/kg/day NNT was 2 to achieve this level of response (Table 2) 13
- 12 weeks Titrate to effect Table 2. NNT Analysis Using ROC-Derived MCSF Cut Points at Week 14 0.
| ~ (0.2-0.7 mg/kg/day)
O]
_ @ .
] g ‘ Max: 26 mg/day ; | 0 | 0 |
2 FFA 0.2 mglkg/day (n=39) BRI =R R
_ ks _
Placebo (n=40) ‘ / Investigator Assessment of CGlI-| BRIEF®2 Index/Composite Score
/ Very Much
| 7 . -68 82 81 82 50 256 525 | 5 2
-6 0 2 14 106 / 52 :\I;\nprrol\lled (prOfgund) “Test statistics were not corrected for ties. Grouping variable: change in MCSF <25% vs 275%.
uc ml?’?"e el BRI, Behavior Regulation Index; CRI, Cognitive Regulation Index; ERI, Emotion Regulation Index; GEC, Global
Weeks Year 1 beﬂer.(d'qu"Y -44 76 75 75 12.5 46.2 77.5 3 2 Executive Composite score; MCSF, monthly convulsive seizure frequency; NNT, number needed to treat; NS, not
meaningful) statistically significant; RCI, Reliable Change Index.
wilatianielliy (nplrevee 37 72 72 72 250 | 513 875| 4 | 2
FFA, f fl [ , RCT, d ized trolled trial. - ‘ ‘ ‘ ° ° ° ° °
shbramine B randomized controTed ™ oI IDSINEN Figure 5. Fenfluramine NNT for 275% (Profound) Reduction in Convulsive
Caregiver Assessment of CGl-| Seizure Frequ en qu
Very Much
e Fenfluramine (FFA) was administered as ZX008, an oral solution of FFA HCI Improved (profound) 60 75 7 7 >0 282 60.0 ) 4 5
containing 2.2 mg/mL FFA Much Improved or 100 -
: : : : : . better (clinically -44 76 74 75 12.5 46.2 @ 77.5 3 2 :
* Caregivers recorded numbers/types of seizures in a daily diary; seizure meaningful) _
frequency was converted to MCSF (seizure frequency per 28 days) - 90 -
Minimaly Improvea 38 70 67 69 200 | 487 875| 3 | 15 :
Clinical Instruments in the Post Hoc Analysis = , , — 80 -
. . . L. . CGl-I, Clinical Global Impression of Improvement; FFA, fenfluramine; MCSF, monthly convulsive seizure frequency; NNT, number .
* |Investigator and caregiver ratings on the Clinical Global Impression of needed to freat; ROC, receiver operator characteristic. _
Improvement (CGlI-I) scale ] . . 70 -
P L ( ) . . . § Figure 2. NNT by Level of Improvement on Caregiver CGI-lI (ROC Analysis)® 0 ]
o /-point Likert scale: with responses ranging from 1 (“Very Much Improved”) to _
7 (“very MUCh Worse”) reI(]Tlve TO Tlme O 100 - NNT=15 B9 Placebo (Study 1) g 60 _: NNT=2.1

e Clinically meaningful response was defined as “Very Much Improved” (score ; \ B 0.2 mg/kg/day FFA (Study 1) 2 - 5(|) 0
of 1) or “Much Improved” (score of 2) . 675 NNT=15 = 0.7 mglkgiday FRA (Study 1) % 50 - ' NNT=3.1

 Profound response was defined as “Very Much Improved”(score of 1) 80 4 77.5 3 f

 Behavior Rating Inventory of Executive Function (BRIEF®; updated to BRIEF®2)%¢ 7o.§ NNT3.5 Tt & 2 40 ] 34.9

e Assessed executive function at pre-randomization baseline and impact of R ‘ NNT=3.0 60.0 30 ] NNT=4.9
tfreatment after treatment Year 1 in patients 25 years old 2 : NNT=4.3 ] 2|3 1

e Validated, standardized psychometric assessment questionnaire for A — - 20 - '
quantifying executive function, including metrics for ability to regulate and < 40 ;
manage behavior, emotion, and cognitive processes such as problem- : :
solving, as well as a summary score incorporating all indexes 30 ] 28.2 10 -

» Metrics: Behavior Regulation Index (BRI); Emotion Regulation Index (ERI); 2] 200 o1 25 __23
Cognitive Regulation Index (CRI); Global Executive Composite (GEC 3 12.5 '

J J (CRI) X | ) 10 4 o Study 1 (RCT) Study 1504 (RCT)
Post Hoc Assessments . Placeho FFA FFA Placebo FFA
« Degree of seizure frequency reduction that was associated with qualitative Any Improvement Much Improved® or Better Much mproved” (n=40) 02 mg’;g/dayo-7 mgﬁg/ day (n=44) 04 m%ﬁ‘g/ day

Improvement assessed by CGl-| ratings after 14 weeks of treatment (Study 1 (Clinically Meaningful) (Clinically Meaningful) (n=39) (n=40) (n=43)

dOTCI) ROC-Derived Threshold % Reduction in MCSF

 Calculated NNT to achieve the resultant degree of MCSF reduction aFor purposes of comparison, data from the second pivotal RCT (Study 1504) are presented.?

. . . . . . 9Results for the investigator-rated CGl-I scores were comparable to the caregiver-rated CGl-l scores (see Table 2). FFA, fenfluramine; MCSF, monthly convulsive seizure frequency; NNT, number needed to treat; OLE, open-label
° > : : ;

Prpporhon of patients with (1) pl’QfOUﬂd (2757) .OI’ (2) mé)ﬂlm0| (<257%]) reduction in CGl-l, Clinical Global Impression of Improvement Scale; FFA, fenfluramine; MCSF, monthly convulsive seizure frequency; extension; RCT, randomized controlled frial.

seizure frequency and 210-point improvement in BRIEF®2 Index scores after Year NNT, number needed to tfreat; OLE, open-label extension; ROC, receiver operator characteristic.

1 of freatment (Study 1503 datq)

* Calculated NNT fo achieve 275% reduction in MCSF after Year 1 of the open-  Figure 3. ROC Curve: Percentage Change in Seizure Frequency Relative to
label extension (OLE] (A) Caregiver or (B) Investigator CGI-1 Ratings of “Very Much Improved” vs

Statistical Analysis “Much Improved” or Worse After 14 Weeks of FFA Treatment
e Receiver operator characteristic (ROC) analysis’ A. CGI- Rating by Caregiver CO“C'US.IOnS :
ANChor-based veis based on | oot g , " 4 S  Fenfluramine freatment (0.7 mg/kg/day) resulted in an NNT of 2 (large
Cr(]; lor— lose andalysis ased on investigator and caregiver ratings on ine S ] effect size) to achieve both clinically meaningful (260%) and profound
“iecdie | o . (275%) reductions in convulsive seizure frequency
* cepencent vanalb e: perceniage onangs in SSLTe Tequency per 28 CaYs 4. - * A profound (275%) reduction was also associated with clinically
, , , > > ¥ meaningful improvement in executive functions after 1 year of

e Dependent variable: 3 types of binary CGlI-I ratings Z 3 ’ treatment

* “Minimally Improved” or befter vs “No Change” or worse g = cupontuh sovtyspeetty - e These NNT results are superior to other studies in both Dravet syndrome
. . <t | - o . . o o
e “Much Improved” or better vs “Minimally Improved” or worse (most = To achieve 200% WCSF reducton: and other forms of epilepsy where anfiepileptic drugs typically have
consistent with a clinically meaningful change) R NNT=4.3 (0.2 mglkiday FFA) demonstrated NNT of 5 to 6 for 250% response'©-®
e “Very Much Improved” vs “Much Improved” or worse e Treatment with an NNT of 2 likely translates intfo fewer non-responders
* The threshold was defined as the cut point for which specificity = sensitivity’ 51 __ | | | | | and lower associated cosfs of uncontrolled epilepsy, which include
: ; : ; ; ; ; additional healthcare resource utilization (eg, doctor visits, emergency
PY BRIEF@ OﬂdlYSlS 0% 20% 40% 60% 80% 100% . . .
-Speifciy room visits, adjustment of tfreatment regimen)

e Raw BRIEF® scores were updated to BRIEF®2 scores and were fransformed
Info T—scorzg boseﬁ\ ck>)n ﬁge— and Ts.ex—?cpec;fic norms, with lower scores B. CGI-I Rating by Investigator
corresponding wi etter executive functioning =

 Reliable Change Index (RCI) was used to determine the magnitude of the =
change in BRIEF®2 scores that would be outside "normal,” defined as a -3
Chonge In T_Score ThOT IS Observed ln SS%Of O |Orge (N:3600) neurOTyplcgl % E Auc=0,899=(1o1,i39,o,960) //,,—”///’ References ACknOWIedgments
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