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Appendix 11a. Cases of dyskinesia in partial onset seizure studies (EP Sl)
 

       
 

 
 

 
  
 

  

 
 

 

  

Age/ fl

ID gender Trtgflg AE term Action 4' Outcome _'__Relflintermittent jerking right '

75401231 1 58 M Placebo extremities not changed R 13

667010114 36F LCM 400 musclejerks in hands not changed R J 2
754011403 40F LCM 400 left arm jerkifl not changed _I R 23

hand jerks/intermittent
dizziness & balance

754012407 51F LCM 400 problems not changed ’i 24
755110405 29M LCM 400 j dy_s_kinesia, intermittent not changed R 94

worsened rapid rhythmic ‘l—movement/intention

754012605 26M LCM 600 tremor drug interrupted R 64

    
 

Source: AE EP SlDatabase submitted January 2008

Appendix 11.b. Listing of patients with dyskinesia during open label epilepsy studies (EP 82)
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60700101 1

607001002

AE term

Jerkigjn shoulders and arms

Hands jerking

Action

not changed

not changed

 

 
 

 

 

 

 

 
 

  

Bilateral arm /hand jerks

66701 1803 (intermittent) not changed R ' 459

667012410 Jerking ofhands and arms not chan ed R 927

667018805 __'Lerks not changed No R 789 

Decreased rapid rhythmic.
movement R side/ decreased

had swing R side./ Abnormal
coordination, dizziness,

increased seizure activity,

754011801 tremor. not changed 

  

  

   

  754012602 intermittent limb jerking not changed No R
754015105 jerkiness not changed No R

Arm and leg jerking (at night)/ Dose
754016005 hand tremor, unsteadiness reduced

755124605 Jerky not changed  
  

Source: AE datasets. EP 82. Safety Update Report. January 2008.
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Appendix 12. Standard laboratory assessments and laboratory values considered to be outside

the normal range in this application.
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Appendix 13. Median changes in hematology parameters during the treatment phase in EP 81

 

 
 
 

  

 

 
 

LCD/I LCB'I

400mg‘(1 at 60 Gangr'da}

N=471 \=—203

Hematology pal «mo nunn

RBC countz«UTL
---

Change End of MP{1 320 000 362

Min change Post-Baseline- » ' -020 468

Hematom It ("/a)—
----
m

267Min change Post-Baseline- 35 ‘5 —200

   
  

  
 
 

    

  

  

    

 Max change Post-Baseline°

Hemoglobin (gfL)

 

 

   

 
 

  
 

Change End of MP5   

 
 

Min change Post-Baseline“   

 
 

V . c

Max change Post—Baselme

\VBC count (GIL) 
 

   

 

 

Baseline“

  

 

   

 
Neutrophials absoiute (Gl‘L)
—-
-

Source: Sponsorstable1n page 467 of ISS.
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Appendix 14.a. Marked hematologic abnormalities in EP S1 and EP SZ
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Platelet count {GEL}

; 3353 {9.3.3 29933 (’32:: was}: {an

LCM=lacosamide; LLN=lower limit of normal; ULN=upper limit of normal; WBC=white blood cell

Note: Incidence=n of events/N at risk, where: n of events=number of subjects reporting the abnormality
afier start of treatment and did not report the reading before start of treatment, and N at risk=number of

subjects with readings before and after start of treatment who did not report the abnormality before
treatment. Assessment of marked abnormalities was based on all reported values (including unscheduled visits)
during treatment.

 
  

 

 
    

Appendix 14.b. Marked abnormalities in hematologic parameters SP616

Subjects witn Marked abnormalities for Hematology
Population: Trial 59636 55

Cohort Parameter:
Treatmen: markedly Abncrmal Value Site Number / Subject 231220.193: 

E. [652315)
3‘! Lacosamide; anal Placebo NBC: <=3.G G/l lDéIlDSZSéét—E

Neutrunp‘niia Abs: (LS GI}. EOE/3.052%?

8 (30min)
Oral Laccsamide/ IV Piacebo Eosinophils: >=10 § 269i115663§

Neutzgghils Abs: (3.5 3 008110194#, BEE/11393:}

E7! Lacosamirje/ Oral Placebo Neutrophiis Abs: «(LS GEE 2133;113:571, 269/13514fi3, 259/‘11524Hfi

 
* only at baseline; # both, baseline and FU. ## Treatment emergent
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Appendix 14.c. Marked abnormalities in hematology values in SP757
 

labia 11.4.1

Subfieets with Markedly Abnezmal Hematoiogy Values
Popaiazion: Safety Se:

 

 
 
 

 
 
 
 
 
 
 
 
 
 

  

 

Infusion Duratian Parameter:

{Cohort} Markeézy Abnorma: Value Site Number f Subject Namha:

33—minaee {Cesare Al) fiemcglobin: {=85% cf L1H 310i§31031*

$38: <=3.G G/l 3fl5l330335*, éefi/léeGUI?

Reutroghils Abs: {1.5 G/l 308K3303§5*, SEE/131001;, éflfi/léflSOli

15—minute {Cohort 31) Hemoglobin; <=85% of LAN 5001250034€#

Easinophiis: >=EG % 400l240013*

fieutroghiis fibs: (1.5 G}: 40D!240816%#

 
15—minute {Cohort 32) Eematocrit: C=E$§ of ELK 308f130888#

fiemaglobin: <=85§ of LLN snerzsoeea#

REC: <=3.0 Gfl 31711317§2*, 490/133021*

Eosingghiés: >=1§ § 600!1600§E%

Manecytes: >=2§ é 317!231782*

 

 
 

Platelea Count:
 

 ls-minuze {Cohort 52) Reutrophila Abs: (1.5 G11 317x131?§2#, 323/132802*, 409/140021‘,

 
Ylel

lG—minuCE (Cohort C) WEE: (=349 G/l Sflflf150011*

Reutrfiphiis Abs: <l.5 G/l 500i}500}1*

 

Note: * = Abnormality only at Baseline. # = Abnormality at both Baseline and EOTP.

## = Abnormality at EOTP but not at Baseline (Treatment-emergent).

APPEARS THIS WAY

0N ORIGINAL
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