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5, INHbDZ L XY, HHBEITIX VPARE
HhCTHDILIIHENTHD,
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Clinical SMA Evaluation
Author trial VPA Carnitin N Age ) Motor Results Conclusion | year
type Duration | PFT SMN others
phase function
administration 17-45 years Valproalc'
500- old (mean 1-15 months muscle Improvement of motor strength and subjective treatment is
Weihl et al. open |1000mg/day - 34 | 7 (mean 8 - - - P e Y efficacious in 2006
17 years strength benefit
mean serum old) months) adult SMA
level 87 pg/ml TV patients
administration SMN protein
12001800 analysis Long-term
mg/day carrier | 10 >5 weeks SMN2 clinical trials in
serum level messenger SMA patients
70-100 mel. RNA (Blood) Seven of 10 carriers demonstrated increased that corrclate
32362 . SMN
N control | 10 SMN messenger RNA and protein levels. L.
Brichta, et al. open - years old - - - . lexpression in 2006
SMN2 messenger RNA levels were elevated in )
serum level i s 1.6+0.9 - atients blood with
38-99 mgl. years old SMN2 P individual
serum level 103+7.1 messenger motor function
2 B > 4weeks
47.9-98 3mg/l years old RNA tests are
serum level 3 4 20.8+69 (blood) required.
58.5-99.0mg/l years old
1 2 z]—; years Weight gain and
o 2_]4 yéérs‘ EVC carnitine
serum level 2 29 old FEV; quantitative |CMAP, |Significant improvement was almost entirely  {depletion are
Swoboda, et al. open 50mg/kg/day | T 6months MHFMS * |blood SMN |MUNE, ([restricted to participants under 5 years of age. [likely to be 2009
50-100 mg/dl MEP, L
2-31 years MIP mRNA levels [DEXA  |Full length SMN levels were unchanged significant
3 1 old confounding
factors
SMN protein
. serum level 1.5-165 SMN protein SMN protein levels increased significantly in  }quantification
. - th - - -
Piepers, et open 70-100mg/ml 23 6 years old 4 monthis concentration five of six by ELISA is a 2010
useful tool
1.8-8.7 No benefit of
serum level (Sl)mg/k g/day i 30 years old 646 th Children ages 2-3 years that received 12 treatment with
50-100 mg/dl maximum o T |(mean 43 romonths FVC, |quantitative months treatment had significantly improved |VPA and L-
1000mg) CMAP, L
Swoboda, et al double 23 years old) MHFMS, |FEVI, |assessment of DEXA MHFMS scores. However, no change of carnitine in 2010
d : blind 2.1-79 placebo 6 Myometry |MEP, |SMN PedsQl: QOL, CMAP, myometry measurements,and |young
lacebo) faceb 3p [yeus old [months + MIP  |mRNA; SMN. PFT not associate with VPA. nonambulatory
(placebo (placebo) (mean 44 |VPA Excessive weight gain adverse event. SMA. Weight
years old) |6months gain, age and
Pri
28-163 o:tTuarni,es' Weight gain of 20% above body weight VPA is not
2 8-16. : - R ) L . -
SOmglkgiday 3 years old MHEMS- FVC, |quantitative CMAP, mf:urred in 17%. No s;gmfjncam change in any 'effecuv? in
. serum level N stander N FEVI, [assessment of| primary outcome. No significant change of improving
Kissel, et al. open (maximum of 33 |(median 12months Extend, DEXA , ) 2011
50-100 mg/dl 1000 mg) sand 6.9.years TTE MEP, |SMN PedsQL PedsQL and SMN transcript level. strength or
walkers oid;y FMI\;[ MIP  |mRNA; s FVC, FEVI showed improvement at one year |function in
N as expected with normal growth SMA children.
Myometry
VPA may bea
2-1 N
administration o]dg(n{::: MRC Barthel Gained no muscle strength. SMA type 2 apl(t)::;?:'e to
Darbar IA,etal. | open . 100mgkg/day| 23 | 22 1 year method, - - . significant gain of HFMSS, not type 3. X 2011
20mg/kg/day 5.5 years index | ammeliorate the
HFMS Improvement of Barthel index. .
old) prgression of
SMA
The
Quantity of FL-SMN transcription product :?;?a:;?:, :f
quantitative showed a tendency to increase with valproate . .
2 year and . case of the
VC, assessment of | Improvement tendency of MHFMSS especially
. serum level 100mg~ 10 month- - . . valproate 2012-
Saito, et al. open 23 7 6 months MHFMS [MIC, |transcription in younger-age patient. L
50-100 mg/dl  |200mg /day 42 years . administration [2013
old CPF amount of There was a greater number of respiratory and the
SMN, function improvement items in cases with effective iudeing
optimal VPA blood level. > Jucang
method is
necessary .

CMAP, maximum ulnar compound muscle action potential; DEXA, dual-energy X-ray absorptiometry; FEV1, forced expiratory volume in 1 second; FMM, fine motor

modules; FVC, forced vital capacity; HRMS, Hammersmith Functional Motor Scale; MEP and MIP , maximum expiratory and inspiratory pressures, respectively;

MHFMS—Extend, Modified Hammersmith Functional Motor Scale-Extend; MRC method, Medical Research Council method; PedsQl, Pediatric Quality of Life Inventory;

PFT, pulmonary function testing; TTF, timed tests of function;
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