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Table1 .
Pharmacodynamics Delivery Method Onset, Peak Response and Duration of Action
of Lioresal

Intrathecal Bolus m The onset of action is generally 30 to 60 minutes after
an intrathecal bolus.

m Peak spasmolytic effect is seen at approximately 4 hours
after dosing, the effect lasting 4 to 8 hours.

m Onset, peak response, and duration of action may vary
with individual patients depending on the dose and
severity of symptoms and the method and speed of drug
administration.

Continuous Infusion ® Antispastic action is first seen at 6 to 8 hours after
initiation of continuous infusion.

® Maximum efficacy is observed in 24 to 48 hours.
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Table 2
Lioresal Intrathecal Method Onset, Peak Response and Duration of Action
Clearance Data ®

Intrathecal Bolus ® The elimination half-life in the CSF after single
intrathecal bolus injection/short-term infusion of 50 to
136 micrograms baclofen ranges from 1 to 5 hours.

m After both single bolus injection and chronic lumbar

subarachnoid infusion using an implantable pump
system, the mean CSF clearance was about 30 mL/h.

Continuous Infusion ® During intrathecal infusion the plasma concentrations do
not exceed 5 ng/mlL.

® In pediatric patients, respective plasma concentrations
are at or below 10 ng/mL.

m Elimination half-life of baclofen after having reached
steady-state in the CSF has not been determined.

4 o
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$+LAIGN.6!.6/0Q!7>.9.2=>1.P50-/=9?,1.960Q=28818BNE>0M,-!,K/-,P./.,6!12=9!0,!,QQ,?/.R,W!!
>T/-,=/,BIM.INI>.//>,1,QQ,?/!109!/N,1855,-1> PBOVEINIQ,M,-1$_+!=BR,-6,!-,=?/.096!B8,!/0!,QQ,?/6!
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¥ :.0-,6=>1"9/-=/N,?=>1B0,6!90/!.P5=2?/1B,R.?,!05 68/A!
;.0-,6=>1"9/-=/N,?=>1.6!/N,!09>T!0=?>0Q,9!. 98 8<9-0B8?/!B,P096/-=/,B!/0!0,!6=0Q,!=9B!
,Q0,?/.R,!Q0-186,!.9!/N,!G-.?8P,B!"9Q86.09!+T6/,PA!
GN,!86,!0Q!5N=-P=?,8/.7=>15-0B87?/6!/N=/!=-,190/®53,=>>T!>=0,>>,B!Q0-!.9/-=/N,?=>1=BP.9.6/-=/.09!!
|
R.=1209/.98086!.9Q86.09!P=T!?=86,!B=P=<,1/01?0R389Q!/N,!.9Q86.09!6 T6/,PAIGN.6!?08>B!
50/,9/.=>>T!>,=B!/0!B.P.9.6N,B!B,R.?,!5,-Q0-P=88#,B!/N,-=5T!,QQ.?=?T4!0-!?08>B\,05=-B.d,!
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5=/.,9/16=Q,/TAl+, P.9<>T!6.P.>=-15-0B8?/6!P=E!908Y,6,-R=/.R,64!=9/.P.?-00.=>6!0-!
=9/.0K.B=9/6!0-1,KN.O./1?N,P.?=>15-05,-/.,6/NB#?0P5=/.0>,IM./N!/N,!G-.?8P,B1"90Q86.09!
+T6/,PAll
|
9,-A.%&2$&,/"$B,&)!$./1>BB'($()!
+.9?,1,=->T!-,50-/610Q12>.9.72=>!,QQ.?=?TINGAN! D-=/N,?2=>41P8>/.5> 12>.9.72=>16/8B.,6!BER, O,
209B8?/,BAI$0>>,7/.R,>T4!/N,TIN=R,!B,P096/-=/,Ba!l!
¥ $>.9.2=>>T16.<9.Q.?=9/I- B8?/.096!.916,R, -,|[FHEQ!?,-,0-=>10-.<.91=9B!65.9=>10-.<.9Al!
¥ :09<W/,-P16=Q,/T!=9B!,QQ.?=2T!.915=/.,9/6!M /NB6£5/.2./TI0Q!65.9=>10-.<.9A!
¥ :09<W/,-P16=Q,/T!=9B!,QQ.?=2T!.9!5=/.,9/6!M /NB6£8/.?./TI0Q!?,-,0-=>10-.<.9A:34:2!!
|
*=/.,9/1+,>,2/.091=9B1+?-,,9.9<1&0=>1!
GN,!0R,-=>>1<0=>!Q0-15=/.,9/16,>,2/.09!.6!/0!7N0685=/.,9/6!1P06/!>.],>T!/0!,K5,-.,9?,!
IN,-=5,8/.21682?,66!MN.> - B8?.9<!/N,!>.],>.NGDB!6]64!?0P5>.7=/.09641=9B!=BR,-6,!,R,9/6All
|
i#g1GY%+i+!!
GN,!],T!/=6]6!.9R0>R,BIM./N!6,>,2/.09!=9B!67-,92>8B,al!
¥ ' R.,MI5=/.,9/16,>,2/.0917-./,- =!!
¥ +,>,2/N,!15=/.,9/11
¥ #6/=0>.6N100\,?/.R,6!Q0-!/-,=/P,9/!!
¥ *-0R.B,15=/.,9/1=9B1?=- <.R,-|,B8?=/.09!!
¥ *- 5=-1Q0-167-,,9.9<!/,6/!!
¥ $09B8?/167-,,9.9<!/,6/!!
'R, MI*=/,,9/1+ > 2/.091$-./,-.=!
GN,!Q.-6/1], T!/=6]!.9R0>R,6!-,R.,M.9<!.9B.?=0EIBEY/-=.9B.?7=/.096!Q0-1.97>86.09A!!
$=9B.B=/,6!Q0-"G7!GN,-=5T!IXL.<8-,12[=-,!5=/. ABNAR,a!!
¥ %!B.=<906.6!0Q!6,R,-,1?N-09.?7!65=6/.?./TIOQ!65BX=6607?.=/,BIM./N1.O\8-T4!IP8>/.5>!
62>,-06.6410-10/N,-165.9=>1?0-B!B.6,=6,6[!0-J0&2!0-.<.9IMNO!=-,189-,65096.R, /0!
0-=>>T!=BP.9.6/,- B=9/.65=6/.76!X.9?7>8B.9&!B=>t=9Bh0-!MNO! K5,-.,9?,!
89=7?,5/=0>,16.B,1,Q0Q,?/6!=/!,QQ,?/.R,10-=>B06,6!!
¥ b,P096/-=/,B1506./.R,!-,65096,!/0!=16.9<> |00>8@BIQ!;.0-,6=>!"9/-=/N,?=>IB8-.9<!/N,!
67-,,9.9<!/,6/!!
¥ L0-15=/.,9/6!M./N165=6/.7./T!B8,/0!N,=B!.9\8¢ B, POPP,9B,B!90/!/0!5-0?,,B1/01>09<W
/,-P!;.0-,6=>1"9/-=/N,?=>!/N,-=5T!89/.>!/N, |6 TP5EPQ!65=6/.2./T!=-,16/=0>,IX.A, Al=/I> =6/!
09,!T,=-1=Q/,-I/N,1.9\8-T[!!
¥ %!6P=>>198P0,-10Q!5=/.,9/6!M./N!/,/=986!N=R, |82 BE5Q8>>T!/-,=/,BIM./N!;.0-,6=>!
*9/-=/N,?=>1/0!-,B8?,INT5,--,Q>,K.=412>098 64 BRABA!!
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Figure 2
Patient Selection
Algorithm

7 Patient Selection Algorithm:
ITB® Therapy for the Management of Severe Spasticity

of Cerebral and Spinal Origin

See the accompanying Lioresal® Intrathecal (baclofen injection) drug package insert for full prescribing information.

Step 1: INCLUSION CRITERIA FOR ITB THERAPY
(INTRATHECAL BACLOFEN THERAPY)

—» Step 2: EXCLUSION CRITERIA

FOR ITB THERAPY

1. Spasticity due to spinal cord injury, multiple
sclerosis, cerebral palsy, stroke or brain injury
(1 year post trauma).

¢ Yes

I 1. Infection is present at time of screening or implant. I

*NU

2. Patient has a history of allergy (hypersensitivity)

2. Spasticity is severe.

Patient presents with increase in tone that
significantly interferes with movement and/or
care, which may be accompanied by spasms.

to oral baclofen.
W ho

CONTINUE TO STEP 3

v

Step 3: GENERAL CLINICAL CONSIDERATIONS

Please see reverse side of chart 1o review
General Clinical Considerations.

v v

Yes
v
3. Patient has sufficient body mass to support
a pump.
Yes
h 4

s

. Patientfamily/caregivers and providers agree on
treatment goals that are both explicit and suitable
for the patient. Appropriate goals range from
facilitating transfer and hygiene for dependent
patients to improving ambulation for patients
who are less severely disabled.

Yes

A 4

. Patient/family/caregivers are motivated to achieve
the freatment geals, and they are committed to
meeting the follow-up care requirements.

¢ Yes

o

Case-related
cansiderations do not
support decision to proceed
with screening test,

Case-related
considerations support
decision to proceed
with screening test.

Step 4: TEST SCREENING FLOW CHART

CONTINUE TO STEP 2 |—

UC1907048780EN NP-3173
& Medtronic, Inc. 2003

All Rights Raserved

Printad in USA

Day 1
Bolus: 50mcg No response
+ Iesponse
< :J Day 2
Implant Bolus: 75mcg No response
+ response +
2 S. Mo response
Implant Bolus: 100meg

+ response ¢
<Imp\ant > Patient

ineligible
for implant.
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Figure 2 (con't)
Patient Selection
Algorithm Step 3: GENERAL CLINICAL CONSIDERATIONS

-

. Prior Procedures
Prior soft issue lengthening procedures, tendon releases, and selective posterior rhizotomy are not
contraindications to ITB Therapy.

|

Oral Antispasticity Medications

Patients with spasticity of spinal origin should be refractory to oral baclofen or experience intolerable CNS
side effects at effective doses. However, oral antispasticity medication is not a prerequisite for patients with
spasticity of cerebral origin.

fd

Seizures
A history of seizures is not a contraindication to ITB Therapy.

Presence of Other Devices
The presence of a ventriculoperitoneal (VP) shunt is not a contraindication to ITB Therapy.'

a

The telemetry signals produced by the pump programmer can cause sensing problems and inappropriate
device responses with an implantable pacemaker or defibrillator

Trunk and Cervical Weakness

Among patients who have significant trunk or cervical weakness. spasticity or increased tone may be necessary
for stabilization and maintenance of appropriate posture. The benefits of baclofen in reducing spasticity must be
carefully weighed against the potential for loss of patient’s function if trunk or cervical tone s reduced.

&

o

Funtional Considerations
Three features of ITB Therapy are particularly desirable and important to most patients;

Graduated Control of Spasticity and Flexilile Dosing Patterns

Use of a programmable infusion system permits clinicians to fitrate dosage, providing graduated control of
spasticity that not only meets the needs of individual patients at the time of implant, but that also can be
adjusted whenever a change in dose is clinically indicated. It also enables physicians 1o deliver the drug on
a variable schedule, e.g. providing greater spasticity control at night than during the day.

Effective Treatment for Upper and Lower Extremity Spasticity
ITB Therapy reduces upper and lower extremity spasticity. Treatment may promote function and care
among quadriplegic/tetraplegic as well as diplegic patients. Effects may vary based on catheter tip placement?

Reversibility of Treatment
Patients and their families can be reluctant to undergo destructive procedures. The reversible nature of ITB
Therapy is especially important for these individuals.

bl

Spasticity-related Pain
ITB Therapy should be considered when patients experience spasticity-related pain.

Psychosocial Considerations

The patient, family, and multidisciplinary health care team must establish, and agree on, appropriate
therapeutic goals. Patient/family/caregivers must be committed to obtaining refills, PT, and ather follow-up care
on schedule.

Return to Step 3 (reverse side)

|

!

FHS00)G (RS %o 15(%);%G (_+!!
:.0-,6=>1"0/-=/N,?=>I6N08>B!0,!86,B!M./N!?=8560!F6!MNO!9, B!65=6/.2./T!/01686/=.9!85- <N/!
506/8-,1=9B10=>=9?,1.91>0?0P0/.09!0-MN,9,R,-1686/.6!86,B!/0/00/=.91.9?-,=6,B!Q897?/.09!=9B!
2=- AlI'Q,-1/01G=0>,IDQO-10/N,-15-,2=8/.096!.91658=/.,9/15058>=/.096A!",Q,-//0!/N,17=6.?!

*. 67-.0.9<I"9Q0-P=/.09.9!/N,!%55,9B.K!0Q!/N.6QEB!=BB./.09=>!5-,67-.0.9<1.9Q0-P=/.09Al!

|
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Table 3 4 )
Precautions in Condition Precautions
Special Patient

Populations * Abnormal CSF = In patients with abnormal CSF flow the spread of the drug
Flow and therefore the distribution of antispastic activity may be
inadequate.
Psychotic Disorders, m Patients suffering from psychotic disorders, schizophrenia,
Schizophrenia, confusional states, or Parkinson’s disease should be treated
Confusional States or,  cautiously with Lioresal Intrathecal and kept under careful
Parkinsons’ Disease surveillance, because exacerbation of these conditions has

been observed with oral Lioresal administration.

Epilepsy m Special attention should be given to patients known to suffer
from epilepsy since seizures have occasionally been reported
during overdose with, and withdrawal from, Lioresal
Intrathecal as well as in patients maintained on therapeutic
doses of Lioresal Intrathecal.

Autonomic m Lioresal Intrathecal should be used with caution in patients
Dysreflexia with a history of autonomic dysreflexia.

m The presence of nociceptive stimuli or abrupt withdrawal of
Lioresal Intrathecal may cause an autonomic dysreflexic

episode.
Cerebrovascular or | m Lioresal should be used with caution in patients with
Respiratory cerebrovascular or respiratory insufficiency, as these
Insufficiency conditions may be exacerbated by baclofen.

Non-CNS Related m Interaction of Lioresal Intrathecal with underlying, non-CNS
Diseases related diseases is unlikely because the systemic availability
of the drug after intrathecal administration is substantially
lower than after oral administration.

m Nevertheless, observations after oral Lioresal therapy suggest
that caution should be exercised in the following situations:
history of peptic ulcers, pre-existing sphincter hypertonia,
impaired renal function.

® In rare instances elevated SGOT, alkaline phosphatase, and

glucose levels in the serum have been recorded when using
oral Lioresal
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Table 3
Precautions in Condition Precautions
Special Patient

Populations (cont.) Elderly Patients m Several patients over the age of 65 years have been treated
with Lioresal Intrathecal during the clinical trials without
specific problems. Elderly patients may be more susceptible
to the side effects of oral Lioresal in the titration stage and
this may also apply to Lioresal Intrathecal. However, as doses
are individually titrated there is not likely to be a particular
problem in treating elderly patients.

Pregnancy ® Baclofen given orally has been shown to increase the
incidence of omphaloceles (ventral hernias) in fetuses of rats
given approximately 13 times the maximum oral dose
recommended for human use (on a mg/kg basis). This
abnormality was not seen in mice or rabbits,

m There are no adequate and well-controlled studies in
pregnant women.
m Baclofen crosses the placental barrier. Lioresal Intrathecal

should not be used during pregnancy unless the potential
benefit outweighs the potential risk to the fetus.

Nursing Mothers ® In mothers taking oral Lioresal in therapeutic doses, the
active substance passes into the breast milk, but in quantities
so small that no undesirable effects on the infant are to be
expected.

m It is not known whether detectable levels of drug are present

in breast milk of nursing mothers receiving Lioresal
Intrathecal.

Pediatric Use m Children should be of sufficient body mass to accommodate
the implantable pump for chronic infusion.

m There is very limited clinical data on the use of Lioresal
Intrathecal in children under the age of 6.

m The safe use of Lioresal Intrathecal in children under the age
of 4 has not yet been established.

|
$(_ G'% _b'$%G (_+!!
.0-,6=>1"9/-=/N,?=>1.6190/1- 20PP,9B,B!Q0-!.9/-6G864!.9/-=P86?8>=-416807?8/=9,086!0-1,5.B8-=>!
=BP.9.6/-=/.09A!I"T5,-6,96./.R./T!/010-=>10=2-00€) E9/-=.9B.?=/.09!/0!/N,-=5TAILO-!
209/-=.9B.?=/.096!-,>=/,B!/0I58P5!.P5>=9/416,,1A09/-=.9B.?=/.096!Q0-!58P5!.P5>=9/6,?/.09!0Q!
IN,1+8-<.2=>1%-0? B8-,6!POB8>,|0Q!/N.6!<8.B,All
|
" 3,(81&7,|@%&,.&!!
*=/.,9/1=66,66P,9/1.61=9!,66,9/.=>16/,5!5-.0-1/0!6,7/.9<17=9B.B=/,6!Q0-' G7!GN,-=5TAI'B,=>>T41=9!
.9/,-B.6?.5>.9=-T!/,=PI1?09B87?/6!/N,!=66,66P,9/M6lI=>>1Q=",/6!0Q!/N,!5=/.,9/26!?098./.09!7=910,!
2096.B,-,BAIGO<,/N,-4!/N,!/,=P12096.B,-6!/N,\MNB>609AIL0-! K=P5>,41=19,8-0>0<.6/IP=T!
B.=<906,!6,R,-,165=6/.2./T4!=9B!/N,I5NT6.?=>UBIP=5T!B,/,-P.9,!/N=/!60P, !165=6/.?./T!.6!
0,9,Q.2.=>1Q0-1/-=96Q,-6A!',B8?.9<1/09,120P5P#FP=],l/N,15=/.,9/1>,66!Q897/.09=>Al%!/,=P!
IN=/IM0-]6/0<,/N,-15-0R.B,6!05/.P=>1?=- 1Q0-1/N/ID/All
|
i#QIGY%+i+IL(+##$G"_&IG"#*%G # G!I

¥ $09B8?/1=120P5> /,!15=/.,9/IN.6/0-TI=9BI5NT6.?=>0KE09A!!

¥ #R=>8=/,!IN,!65=6/.2./T4165=6P64!?>09864!=0BI8YH;9</NA!!
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¥ %66,66!0-/N0/.?!=9BI0/N,-!,c8.5P,9/19, B6A!!
¥ $0968>/IM./N!?=- <.R,-6!=9B!1?09B8?/!=BB./.098#5566,66P,9/!=6!9,,B,B!/0!B,/,-P.9,a!!
II;,R,>10Q!.9B,5,9B,9?, !
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11+0?.=>168550-/16/-82/8-,!!
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¥ B,9/.QTI'G7!GN,-=5T!?=9B.B=/,6AIX+,,!/N,!I', R/,\@A=,> 2/.09!$-./,-.=6,2/.09!.9!/N.6!
POB8>,1Q0-165,7.Q.?15=/.,9/16,>,2/.09!<8.B,>. 9G8@E=>1=9B!?,- O-=>10-.<.9165=6/.2./TA[!!

|
>068$G3'%7I0GH, (&'1,%!BA2!:2,$&-,.&!!
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%P08>=/0-T!5=/.,9/61P=T!6,,]!//0!.P5-0R,!/N,.-|O=3499B8-=9?,4!=9B!86,10Q!=66.6/.R,!B,R.?,6A!
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¥ 'P5-0R,!6,>QW?=-,1:D4:|!!

¥ "P5-0R,!<=./1:34:11!

¥ "P5-0R,!Q89?7/.09=>1=0.>./T!=9B!.9B,5,9B,9?,|[E4:D4:E
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¥ *- R,9/10-1B,?-,=6,!-.6]!0Q!?09/-=7/8-,6!:14:F4:S!!

¥ L=7.>/=/INT<.,9,5:14:11!

¥ #=6,10Q198-6.9<1?7=-,1:F4:J!1
|
@2AL17,)@$&",.&!$./17$2,5'1,2!>/8($&'A.!
*=/.,9/1,B82=/.091.6!7-./.2=>1/0IP=9=<.9<15=/.,8/5,2/=/.096!=9B!/N, |=9BI$=-,<.R,-1>09<W/,-P!
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|
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_(G#all
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! 56
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|
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QO-14+7?-,,9.9<.91/N,1%55,9B.K!0Q!/N.6!POB8>,All
¥ *- 5=-1/N,!Q0>>0M.9<!Q0-!/N,!67-,,9.9<!/,6/a!!
‘m!i=27,66!!
7>00B!5-,668-,128QQ!!
" =-/IP09./0-!!
*8>6,10K.P,/,-10-1=59,=1P09./0-!!
|
¥ $096.B,-1/./-=/.0910-!B.6209/.98=/.09!0Q!?09?0P3=8>1=9/.W!65=6P0B.?!P,B.?=/.096A!+0P,!
5NT6.?.=96!09>TINO>B!/N,!B=.>T!B06,/09!/N 780 BQB,Q,-!/0!/N,!6,?/.09!09!
e./NB-=M=>1Q-0P!(-=>1%9/.65=6P0B.?66,?/.09! (ROBE:6!Q0-!P0-,1.9Q0-P=/.09Al!
¥ ' R.,Ml/,=PIP,PO,-1-0>,6!=9B!-,65096.0.>./.,6|QN/16?-,,9.9<!/,6/Al!
¥ ' R.,MI>8P0=-15897/8-,15-0?,B8-,!5-,7=8/.096A!!
¥ ' R.,MI/N,1+?-,,9.9<IG,6/1*-0?,B8-,6,2/.0910Q!/N.BOB8> All

|
e G"b'%e%;!L'(@!('%;!%_G +*%+@ (b $+!!
*.,0-1/0167-,,9.9<!0-1.PP,B.=/,>T!Q0>>0M.9<!.P5H=9]=//,P5/16N08>B!0,!P=B,!/0!B.6209/.98,!
209?0P./=9/10-=>!=9/.65=6P0B.?!P,B.?=/.096A! GRB6D, 'B09,!/0!=R0.B!/N,!-.6]!0Q!0R,-B06,!0-!
=BR,-6,!B-8<!.9/,-=?/.096!M./N!;.0-,6=>1"9/-=/NAP=>
' B8?/.09!=9B!B.6209/.98=/.09!0Q!0-=>1=9/.65=66'6R(8>B!0,!B09,!16>0M>T!=9B!M./N!?=- Q8>!
P09./0-.9<!0OT!/N,!5NT6.?.=9A1%0-85/10-1>=-<\\A8?£696!.9/B06,!6N08>B!0,!=R0.B,BA!l
"Q!86.9<10-=>10=7>0Q,94!<-=B8=>>T!-,B8? 148, O&AD-85/!M./NB-=M=>IP=T!-,68>/!.9!6,.d8- 6!
0-IN=>>87.9=/.096AI$0968>/!/N,!5-,6?-.0.9<!.9190=B60?.=/,BIM./N!/N,|B-8<61T08!=-,|P=9=<.9<!
Q0-165,2.Q.?!M./NB-=M=>hM,=9.9<!.9Q0-P=/.09A!!
'Q15066.0>,41B,R,>05!=I5>=9IM./N!=!?>.9.7=5/5NEE:FOM>TIM,=9!5=/.,9/6!0QQ!0-=>!
=9/.65=6P0B.?6AIGN,!5>=916N08>B!.9?7>8B, ! ?QBE0R, 'Q0>>0M.9<a!!

¥ G.P.9<IX5-,W6?-,,9.9<!0-1506/W.P5>=9/[!

¥ *=/.,9/1209B./.09!X.9?>8B.9<!0/N,-IP,B.?=>1?09B[{0

¥ GT5,10Q!B-8<X6[1=9B!B06,X6[!!

¥ *-,6?-.0.9<1.9Q0-P=/.09!Q0-!,=?N!P,B.?=/.09!!

¥ :,9</NI0Q!/.P,!B-8<IN=6!0,,9!5-,67-.0,Bh86,B!!



!
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T#_#L GH% b!I"+i+(LIb'+$(_ G ) _&!('%;!@#b $%G (!!
%0-85/!M./NB-=M=>10Q!0-=>!10=7>0Q,9!P=T!-,68>8!0!8\=>>87.9=/.096AJ!$=-,Q8>>T1?096.B,-!/N,!
M./NB-=M=>!6TP5/0P6!0Q!0/N,-!0-=>!P,B.?=/.08RL09P20P0.9,B!,QQ,?/6 A!$0968>/!/N,!
5-,6?-.0.9<!.9Q0-P=/.09!Q0-!=>>1?8--,9/!P,B.?All096
"Q4!Q0-16=Q,/T!-,=6096!0-!5=/.,9/1?0PQ0-/4!IR,B)2=#.096!?=990/!0,'M./NB-=M9!5-.0-!/0!
67-,,9.9<4!<-=B8=>>T!/=5,-I/N,!'P,B.?=/.096!50@¥HI4'MN.>,!.9?-,=6.9<!;.0-,6=>!"9/-=/N,?=>!/0!=!
IN,-=5,8/.?'B06,Al!!

|

$09B8?/1+?-,,9.9<!G,6/!
*=/.,9/6!6N08>B!0,!?>06,>T!P09./0-,B!.9!=1Q855[B&&B!6/=QQ,B!,9R.-09P,9/!/N-08<N08/!/N,!
,9/.-,'67-,,9.9<!/,6/'5-0?,B8-,A!%9!=59,=!P09./0-16=!58>6,!0K.P,/,-!P=T!0,!86,BA!",686?./=/.R,!
,c8.5P,9/16N08>B!0O,!-,=B.>T!=R=.>=0> All
L.<8-,121?09/=.96!=9!=><0-./NP4!MN.?N!08/>.%8!/]9,9<!/,6/!5-0?,B8- All
:ANG6,!/N,!;.0-,6=>1"9/-=/N,?=>167-,,9.9<!1=P508:097=.9.9<!:IP;!0Q!;.0-,6=>!"9/-=/N,?=>113!
P.?-0<-=P6hP;Al)6.9<!6/,-.>,!/,?N9.c8,4!5-,5=-,|>8P=-15897/8-,!/-=T!=9B!B-=M!85!P,B.?=/.09!.9!
=IDI1!P;!6T-.9<,All

,Q,-1/0!1G=0>,1'Q0-!.9Q0-P=/.09!09!/N,!B-8<!R0=8P0-B.9<!/0!/N,!B,6.-,B!!

6?-,,9.9<!/B06,All

|

|

_(G#all

Table 4 (
Screening Test Screening Dose 50 micrograms/mL Ampoule/s
Dose and Drug
Volume 25 micrograms 05 mL
50 micrograms 1.0 mL
75 micrograms 15 mL
. 100 micrograms 20 mL

2A#R=>8=/,15=/.,9/76!65=6/.7?./TI=9Bh0-!65=6FB!5BP.9.6/,-.9<!=100>86!B06,!0Q!;.0-,6=>!
"9/-=/N,?=>AlI"'B,=>>T4!/N,!6=P,!,R=>8=/0-16N88B/D:166,66!5=/.,9/!-,65096,!0,Q0-,4!B8-.9<4!
=9B!=Q/,-!/N,!6?-,,9.9<!/,6/!/0!,>.P.9=/,1?096.6/?29!.668,6!0,/M,,9!, R=>8=/0-6Al!



!
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DAI7TI>8P0=-1589?/8-,4!=BP.9.6/,-1=91.9./.=>18%4/8/!B06,10Q!21!P.?-0<-=P6!X3A1!P;10Q!
60>8/.09[10-113!P.?-0<-=P6!X:!P;10Q!60>8/.09[{DDIO=, I0R,-1=/!>,=6/109,!P.98/,1=9Bh0-!Q0>>0M!
/N,100>86!M./N!=!P.9.P8P!Q>86N!0Q!:!P;!6/,-.5,4R=[.R, WQ-, |13ASNn!5N=-P=?TW!<-=B,!60B.8P!
?N>0-.B,!Q0-1.9\,7/.09A1%9!.9./.=>!/,6/!B06 POBRN<-=P6!6N08>B!0,!2096.B, - BIQO-15=/.,9/6!
M./NIP8>/.5>,167>,-06.6A!!
¥ GN,!096,/10Q!=?/.09!10Q;.0-,6=>1"9/-=/N,?=>04EBB/98/,6!=Q/,-!B,>.R,-TIOQ!/N,!
.9/-=/N,?=>100>86Al!
¥ * =]1,QQ,?/107?8-6!=55-0K.P=/,>T!IIN08-6!=Q/,-B086®,0!,QQ, ?/!P=T!>=6/11!/0!JIN08-6!0-!
>09<,-All
¥ @09./0-1/N,!5=/.,9/1Q0-1=!P.9.P8P!0Q!IIJIN08-6!=085,-R,!Q0-!-,65096,Al!
¥ $09/.98,!/0!P09./0-189/.>15=/.,9/26165=6/.2./T!@640!- /8-91/0!0=6,>.9,All
IAlb,/,-P.9,!IN,!15=/.,9/Z6!-,65096,1/0!;.0-,6=>1"9/=/N,?=>I0T!,R=>8=/.9<1?N=9<,6!.9/P86?> |
65=6/.?./T!=9B!65=6P6!0=6,B109!/N,!=66,66P,9/IGOPAENMO-/N!=9B!+5=6P!+?=> 6!P=T!O,!
86,BIXG=0>,6!1!=9BIE[A!!
1AI'QI/N,!1?>.9.7=>I-,65096,1.6!>,66!/N=9!B\6,2EB+00>86!.9\,7/.09!.9?-,=6,BIOT!I21!P.?-0<-=P6!
P=TIO,!=BP.9.6/,-,B]_(\;#++1G"%_!21IN08-6!=Q/,-|Q.-6//00>86AIL0-|,K=P5> 41.Q!/N,.9./.=>IB06,!
M=6113!P.?-0<-=P6!X:A3!P;|0Q!/N,!13!P.?-0<-=P60P8IB09[4!/N.6!B06,!M08>B!O, IF1!P.?-0<-=P6!
X:A1IP:10Q!/N,!131P.?-0<-=P6hP;!60>8/.09[Al!
¥ @09./0-1/N,!5=/.,9/1Q0-IP.9.P8P!0Q!IIJIN08-6!=9BE&)}®R,!Q0-!-,65096,A!$09/.98, /0!
P09./0-189/.>15=/.,9/76165=6/.?./T!0,<.96!/0!- IB!D=6,>.9,All
EAI'QIN,!?>.9.72=>I- 65096,!.6!=<=.9!>, 66! A\BAB/B.-BI00>86!.9\,7/.091.9?-,=6,BIOT!21!
P.?-0<-=P6!P=T!0,!=BP.9.6/,- B!_(L:#++1G"%_2IIN086Q/,-!/N,!6,209B!00>86AIL0-!,K=P5>,41.Q!
IN,15-,R.086!B06,IM=6!F1!P.?-0<-=P6!X:A1!P;|0Q8N.1?-0<-=P6hP;160>8/.09[4!/N.6!B06,!M08>B!
0,1:331P.?2-0<-=P6!X2!P;10Q!/N,!13!P.?-0<-=P6hP;®BM9[A!b0!90/!,K?,,B!=100>86!B06,10Q!:33!
P.?-0<-=P6AI*=/.,9/6IMN0!B0!90/!-,6509B!/0!=!:33<-=P6!00>8610Q!;.0-,6=>1"9/-=/N, ?=>!!
6N08>B!90/!0,17096.B,-,B1?=9B.B=/,6!Q0-I'G7!GN,-=5T
¥ @09./0-1/N,!5=/.,9/1Q0-1=91.9/,-R=>10Q!1IJIN08-B!€96 -R,!Q0-!-,65096,A!$09/.98, /0!
P09./0-189/.>15=/.,9/26165=6/.?./T!0,<.96!/0!- IB!D=6,>.9,All
‘QL./IN=610,,9!B,/,-P.9,B/N=/!/N,!5=/.,9/1.61=IB-8=/,!Q0-I"G7!GN,-=5T4!/N,19,K/!6/,5IM.>>10 !
58P5!.P5>=9/Al',Q,-!/0l/N,1+8-<.?2=>1*-0? B8-,6!POB®IQ!/N.6<8.B,!Q0-1.9Q0-P=/.09!-,>=/,B!/0!
58P5!.P5>=9/1.97>8B.9<!*- W05,-=/.R, 1*=/.,0/1#BSTSA!!
*9Q0-P=/.09109!B,/,-P.9.9<!/N,1.9./.=>16/=-/.9<|BB!0,!Q089B!.9!/N,!006.9<!=9B!G./-=/.09!
&8.B,>.9,66,?/.09!0Q!/N.6!POB8>,All
|
@,=68-,P,9/1G00>6!
+5=6/.2./TI=9B!-,>=/,BI6 TP5/0P6!?=9!0,!P,=68-, B!R}-=>IM=T641.97>8B.9<al!
¥ %6NMO-/N'=9B!@0B.Q.,B!%6NMO-/N!67=> 6!!
¥ +5=6P!=9B!-,Q>, K!67=>,6!!
¥ *=66.R,!c8=9/./=/.R,!/,6/6!!
¥ %7?/.R,!/,6/6!0Q!POR,P,9/!!
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4 Considerable increase in tone; More marked increase in mi
passive movement difficult. tone through most of the R(
but the affected part(s) is ea
moved.
5 Affected parts(s) rigid in flexion Considerable increase in mu
or extension. tone, passive movement is
difficult.
Affected part(s) is rigid in
flexion or extension.
SPASM SCALE

A spasm scale is an assessment tool to quantify spasm frequency
(Table 6).

Table 6 |
Spasm Scale® Spasm Scale

Score

0

W

Criteria

No spasms

*Oo++ MmN %_G G%G MHIGH+G+!!
GN,!2>.9.2.=9!P=98=>>T!0-IP,?N=9.?=>>TIP=91§85=/,8/76!>.P06!/0'=66,66!/N,!R,>0?./TIOQ!/N,!
6/-,/?N4!-,6.6/=9?,1/0!/N,16/-,/?N4!1=9B1.Q!508803,>,2/-0PTO<-=5N.?!-, 65096, IX#@&[A!!

%$G M#!IGH+G+!!

No spontaneous spasms (except with vigerous motor stimulation)
Occasional spontaneous spasms and easily induced spasms
More than 1 but less than 10 spontaneous spasms per hour

More than 10 spontaneous spasms per hour

GN,!,R=>8=/0-1006,-R,6!5=/.,9/'POR,P,9/1.9!=9!=//3?!/0!,6/=0>.6N!.Q!65=6/.?./T!.6!.9/,-Q,-.9<!M./N!
R0>89/=-TIPOR,P,9/Al&=./'=9=>T6.6!=9B!,-<0P,/,9%P3=68-,!B.-,?/.9/,-Q,-,9?,!M./N!
POR,P,9/AI'9B.-,?/1.9/,-Q,-,9?,!M./N!POR,P,9/!.6!P,=68-,B!OT!006,-R.9<!,R,-TB=T!!
POR,P,9/6!=9B!NOM!/N,T!'=QQ,?/!/N,!65=6/.?./T!GFRB:9!0/N,-P867>,!<-0856Al!
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0.5A'5!@$&",.814%$.$5,-,.&!!

b06.9<!=9B!" G %:Ib(+#!!

G./-=/.09!GN,1.9./.=>IB06.9<!-, 20PP,9B=/.096!=7#4P,|Q0-!5=/.,9/6!M./N!&8.B,>.9,6!?,- O-=>!
=9B!65.9=>10-.<.9165=6/.?./TA!%!209?,9/-=/.(RQ!A3-=P6h!P;!.6!- ?0PP,9B,B!Q0-86,!=/!
.9./.=>1.P5>=9/1/0!=>>0M!Q0-!B,>.R,-.9<!=|BOAEEHP . 2-0<-=P6hB=TA!_0!B06,!.97-,=6,6!
6N08>B!O,!<.R,9!.9!/N,!Q.-6/!2IIN08-6!X.AABISBFI6/=/,1.61=?N.,R,B[AIG=0>,IFB,67-.0,6!!
NOM!/N,16/=-/.9<!B06,!.6!B,/,-P.9,B10=6,B!09!/N,:B809!0Q!,QQ,?/!100/=.9,B!Q-0P!/N,!67-,,9.9<!
/,6/!BO6, Al

G G'%G (" (bIXL '+GIE3!b%g+!!
GN,!/./-=/.09!5,-.0B!.6!/N,!Q.-6/\E3!B=T6!=Q/ 51588>=9/=/.09Al!
i, TIG=6]6al!
¥ $09B8?/1506/W05,-=/.R,!=66,66P,9/!!
¥ G./-=/,1.9/-=IN,?=>1B-8<!B06,IXG=0>, 1J[!!
¥ %B\86/10-=>IP,B.?=/.096!!
¥ @09./0-15=/.,9/1Q0-16.B,!,QQ,?/6416.<96!0Q!0R|=BBS9IB, -B06,hM./NB-=M=>Al!



!
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!
!
!

I
!
!
I

_0/,a1%BB./.09=>17>.9.7=>16/8B.,6!N=R, |6NIBOBANYA c8.-,P,9/6!Q0-I?N.>B-,9!=9B!!
=B0>,6?,9/6!B0!90/!6,,P!/0!0,'B.QQ,-,9/1Q-0P!/NZABS>/15=/.,9/6Al%R,-=<,1B=.>TIB06,6!=/!!
DIP09/N6!=Q/,-I58P5!.P5>=9/=/.09!M,-,|: 1DA:4!:FSABKI2AJIP.?-0<-=P6hB=T!Q0-1=<,6!!
p:241:2W:141=9BIq:E4!-,65,?/.R,>TA:2!!

|

@% _G#_%_S$H#!*#"(b!!

GN,!P=.9/,9=9?,15,-.0B!0,<.96!E3!B=T6!=Q/,-|.P54EWAIGN, !<0=>I0Q!/N,!P=.9/,9=97?,!5 -.0B!
B06.9<!.6!/0!P=.9/=.91P867?>,1/09,!=6!?>06,!/0!198+P615066.0>,41=9B!/0!-,B8?,!/N,!Q-,c8,9?T!=9B!
6,R,-./T!0Q!65=6P6!M./N08/!.9B8?.9<!.9/0>,-=0®,B/6A!b,5,9B.9<!09!/N,!.9B.R.B8=>!!
-,65096,1=9B!<0=>6!0Q!,=?N!5=/.,9/41B06, !=B\8@P8T1209/.98,!Q0-16.K!PO9/N6!0-!PO-, Al +, !
G=0>,1JQ0-1=170P5=-.609!0Q!B06.9<!<8.B,>.9,6A!

|

G./-=/,1IN,!B06,!Q0-!,=?N!5=/.,9/10=6,B!09!/N, |3#Z6!65,?.Q.?1<0=>61=9B!9,, B64/08/!=>M=T6!86,!
IN,!>0M,6/!1B06,!-,c8.-,B1/01=?N.,R,!=9!05/.P=>!-@5,Alb8-.9<!/N,!P=.9/,9=9?,!5,-.0B4!./!.6!
.P50-/=9/1/01709/.98,!,B87=/.09!Q0-!/N,!5=/.,9/!=9B=-,<.R,-1/0!,968-,189B,-6/=9B.9<!0Q!=>>!



!
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5=/.,9/1-,c8.-,P,9/6Al+8<< 6/,B1/05.76!=-,1=6/QOMSA!
¥ +TP5/0P6!0Q!.9Q,?/.09!!
¥ @=9=<.9<!B-8<!6.B,!,QQ,?/6!!
¥ +.<96!=9B!6TP5/0P6!0Q!B-8<!0R,-B06,4!89B,-BOM#BBL=M=>1!
¥ "=d=-B6!0Q!B-.R.9<!=9B!05,-=/.9<!IP=?N.9,-T!!
¥ *0/,9/.=>1,QQ,?/6!0Q!=>?0N0>!=9BI0/N,-1$_+BI#6!66=
¥ "P50-/=9?,10Q!=//,9B.9<!=>>1=550.9/P,9/64!,65 PIO858P5!-,Q.>>6!!
¥ $09?0P./=9/!/N,-=5.,6!=9Bh0-!P,B.?=/.096!!
¥ #P,-<,97T15-0?,B8-,6!!
¥ "P50-/=9?,10Q!?=>>.9<I5NT6.?.=9!MN,9!58P5!=>=PER=/,B!!
|
9A%, ! /8(&'A.!!
"QUN,!5=/.,9/10,<.96!/0!,K5,-.,9?,18920PQ0-/=0%,B0>,-=0>,16.B,!,QQ, ?/64!-,B8?,!/N,!B-8<!B06,!
OT!:3123n!,=?N!B=T!89/.>!/N,16.B,!,QQ,?/6!=-,IBGNB!0-1<09,A!" B8?,!/N,!B06,!6>0M>T!/0!
P.9.P.d,!/N,!5066.0.>./TI0Q!0=2>0Q,9!M./NB-=M=>Al!
|
:A3,28.(,I!
b8-.9<!>09<W/,-P!/-,=/P,9/1=55-0K.P=/,>T!1n!0Q!B#4!0,?0P, -, Q-=?/0-T!/0!.97-,=6.9<!B06, 6A!
+8QQ.?.,9/1 K5,-.,9?,1.6!90/!=R=.>=0>,1/0!P=] PP P,9B=/.096!Q0-!P=9=<,P,9/10Q!
/0>,-=9?,0INOM, R,-41/0>,-=9?,IN=6!0,,9!/-,=/,B09%6.09!M./N!=IUB-8<IN0O>.B=T"186.9<!/N, !
Q0>>0M.9<!P,/NOB6A!
¥ &=B8=>>T!- B8?,!;.0-,6=>1"9/-=/N,?=>I0R,-!=I1R(JI5,- OB!=9B!6M./?N!/0!=9!=>/,-9=/.R,!
P,/NOB!0Q!65=6/.2./TIP=9=<,P,9/IX,A<Al.9/-=/N;8;5%5/.R, WQ-,,/P0-5N.9,!68>5N=/,[A!
*9/-=/N,?=>10=2>0Q,9!-,B8?/.09!6N08>B!0,!?£-98::81/0!- B8?,!/N,!-.6]!0Q!
M./NB-=M=>Al+,l/N,le./NB-=M=>!+TP5/0P6!=9B!G9#3/.09!0Q!/N.6!P0B8>,!Q0-!PO- !
.9Q0-P=/.09Al!
¥ %Q/,-1=1Q,M!B=T6!0Q!/N,!UB-8<IN0>.B=T 4 6£/196=/N,?=>I=/1/N,!.9./.=>?09/.98086!
.9086.09!B06,!=9B!Q0>>0M,BIOT!=!/./-=/.09!5NRBPBIOR,-B06,!=27.B,9/6Al!
|
*0/,9/.=>1%BR,-6,1#QQ, ?/6!!
*915- WI=9BI506/WP=-],/12>.9.2=>!/-. =>6!M.A#!.046/N,?=>4!/N,!|Q0>>0M.9<!=BR,-6,!,QQ, ?/6IN=R,!
0,,9!-,50-/,Bal!

!
%BR,-6,!",=?/.09!/0!;.0-,6=>!"9/-=/N,?=>al
*=/.,9/6!R=-T!.9V/N,.-16,96./.R./T!/0!;.0-,6=>EM,?=>AIGN,!P06/!?0PP09>T!006,-R,B!B-8<W-,>=/,B!
6.B,!,QQ,?7/6!=660?.=/,BIM./N!;.0-,6=>!"9/-=/N,a#>!=
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