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Table 3 Survival estimates for patients aged <12 mo and >12 mo at first infusion compared with survival in the
untreated reference cohort

Study patients Untreated reference cohort

Median age at first infusion Conditional 104-week survival

Age category (mo)”? N (mo) 104-week survival estimate® N estimate®®

=12 10 8.2 50.0% (19.0%, 81.0%) 59 9.2% (1.5%, 16.8%)
>12 1 17.8 90.9% (73.9%, 100.0%) 11 45.5% (16.0%, 74.9%)
All patients 21 13.0 71.1% (51.6%, 90.6%) 19 26.3% (6.5%, 46.1%)

“Age category is age at first infusion for study patients and age at death for the reference cohort.

®The Kaplan-Meier method was used to compute nonparametric estimates of the survival distribution. Values are estimate and 95% CI.

“Conditional survival estimates in the reference cohort were based on median age at first infusion for the corresponding study subpopulation (e.g., 104-week conditional
survival rate corresponded to survival rate at 8.2 + 24 = 32.2 mo of age for the =12-mo category).

Table 4 Survival and ventilator-free survival in patients treated with alglucosidase alfa compared with the untreated
reference cohort (N = 21, treated patients; N = 84, reference cohort)

End point Treatment effect hazard ratio 95% confidence interval P Risk reduction
Survival 0.209 0.083-0.524 0.0009 79%
Invasive ventilator-free survival 0421 0.202-0.876 0.0207 58%
Any ventilator-free survival 0.533 0.247-1.150 0.1088 47%

Results are from a Cox proportional hazards regression analysis which includes trzatment as a time-varying covariate, and also includes age of diagnosis and age at
symptom onset. Analysis is from time of diagnosis through the end of study.

Table 5 Cardiac status by echocardiography

Mean change from

Baseline Week 52 Week 104 baseline to week 104
Measure n Mean + SD n Mean + SD n Mean * SD n % Change
LVMI 19 193.8 = 98.5 13 89.3 = 58.8 10 53.1 £ 139 9 -62.7
LVM Z score 19 6.5*+26 13 27 %25 10 0.9 = 0.8 11 -53
Shortening fraction 21 35.6 = 12.1 13 455 £ 5.6 10 438 £ 6.5 10 304

started below the third percentile in height and remained at a
consistent height percentile throughout the study; this patient’s
age-equivalent weight increased from percentile 1.3 to 7.7 over
the same time period. One patient died before any repeat growth
assessment.

Cognitive function

Eighteen of 19 patients with follow-up data showed improve-
ments in age-equivalent BSID-II scores from baseline to last
assessment. The one patient who failed to demonstrate consis-
tent improvement in BSID-II (and Pompe PEDI) scores to study
end also experienced significant motor function loss after 1 year
of therapy.

Dose augmentation

Eight patients received 40 mg/kg dose after a minimum of 26
weeks on alglucosidase alfa. Of these, five qualified for dose
increase because of failure to demonstrate a clinically meaning-
ful change from baseline in the Functional Skills Mobility
domain score of the Pompe PEDI; four patients qualified be-
cause they required new respiratory support or had a clinically

Genetics IN Medicine ® Volume 11, Number 3, March 2009

meaningful increase in the amount of required respiratory sup-
port (two of these also qualified based on motor function); and
one patient qualified because of the development of clinical
symptoms of cardiac failure. Clinical status for these patients
remained largely unchanged after the dose increase; one patient
resolved symptoms of cardiac failure but subsequently died of
respiratory failure.

Safety results

Adverse events/infusion-associated events

Eleven (52%) patients experienced 42 IARs, which were
defined as AEs occurring on the day of infusion and assessed by
the investigator as being related to treatment. The most common
IARs were skin and subcutaneous skin disorders (13 events);
vascular disorders (10 events); and oxygen saturation, blood
pressure increase, heart rate increase or respiratory rate increase
(seven events). Flushing occurred in four patients, oxygen de-
saturation in three patients, and urticaria, pyrexia, cough, and
tachypnea were observed in two patients each. Reactions were
managed by slowing the infusion rate or temporarily stopping
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Fig. 1. (A) Mean LVM Z scores and (B) mean shortening fraction Z scores from baseline to last assessment; vertical bars
indicate standard error. Dotted line represents a normal Z score.

the infusion and administering symptomatic treatment. All 11
patients recovered without sequelae and continued treatment.
Retrospective analysis of two patients with IARs suggestive of
hypersensitivity reactions found those patients to be IgE nega-
tive. Infusion interruption and symptomatic treatment resolved
these reactions and both patients were rechallenged success-
fully.

Six patients died during the treatment period; none of the
deaths were attributed to treatment. All of the deaths were
attributed to cardiac and/or respiratory causes, including cardiac
or cardiorespiratory arrest, acute pulmonary edema, arthythmia,
and respiratory failure secondary to bronchiolitis.

Antibody response

Nineteen of 20 (95%) patients with postbaseline blood draws
developed IgG antibodies to alglucosidase alfa. All but one of
these patients seroconverted by Week 12; the median time to
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seroconversion was 4 weeks. The one patient who remained
seronegative died before Week 8. Of the 19 patients who serocon-
verted, two tested negative for IgG antibodies at their last as-
sessment (at Weeks 104 and 156); the maximum titer reported
for both of these patients was 400. At last assessment, 14
patients had antibody titers between 200 and 6400, whereas
three patients had titers between 51,200 and 102,400. Of note,
last IgG antibody titers in the two CRIM-patients were 102,400
(patient died in Week 15) and 6,400 (patient died in Week 101).
None of the patients who seroconverted exhibited significant
inhibitory antibody activity by either assay at any time point.

DISCUSSION

In this study, a group of infants and children with Pompe
disease treated with alglucosidase alfa demonstrated improved
survival and invasive ventilation-free survival in comparison

© 2009 Lippincott Williams & Wilkins
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Fig. 2. (A) Mean body length Z scores and (B) mean body weight Z scores and relation to CDC growth chart norms.

with patients in an untreated reference cohort. All but one
patient had onset of symptoms in the first 12 months of life and
all exhibited signs of advanced disease (e.g., need for ventilator
support, markedly delayed motor development, and/or elevated
LVMI). A previous study showed that alglucosidase alfa sig-
nificantly extended survival and ventilator-free survival in a
more homogeneous group of young infants who were treated at
a relatively early stage of disease progression.> The present
study shows that this benefit extends to older infants and chil-
dren.

In addition to improving survival in young patients, algluco-
sidase alfa has also been shown to improve Pompe disease
manifestations such as indices of cardiomyopathy, and to allow
patients to continue motor development beyond the point at
which it is arrested in untreated patients.>? In the present study,
clear improvements over baseline were demonstrated in these
areas. Although these outcomes were not directly compared
with the untreated cohort, they contrast sharply with the well-
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documented natural course of the disease in infants and young
children, 1020

In any rapidly progressing disease, age is typically associated
with worsening clinical status. In natural history studies of
Pompe disease, patients presenting with symptoms in the first
year of life have poor prognoses. The historical, rigid separation
of Pompe disease into infantile-onset and late-onset has come
into question recently as more is learned about the inconsistency
of age at clinical presentation and progression of disease; age at
onset of symptoms of disease does not always correspond with
speed of progression or prognosis. The current cohort is a group
of patients with rapid yet variable disease progression, as dem-
onstrated by the heterogeneity of age and clinical involvement
at initiation of treatment. We included only patients with onset
of disease symptoms in infancy and, with one exception, mea-
surable cardiac involvement. Although these are the generally
accepted criteria for infantile-onset Pompe disease, it is clear
that the rate of disease progression varied in this cohort. Previ-
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ous studies indicate that where there is cardiac involvement and
motor impairment, disease progression is generally rapid in the
absence of treatment. In this study, response to treatment was
generally more pronounced in patients with better preservation
of cardiac, respiratory, or skeletal muscle function at baseline. It
is notable that patients who were older at the time of first ERT
infusion (and therefore likely had a more slowly progressive
disease course) had a better response to treatment. Of the four
oldest patients, two normalized their LVM Z scores and all four
had measurable motor gains with treatment. However, despite
their advanced age by the end of the study (3—6 years, with
treatment duration between 12 and 37 months), only one of
these patients could walk by the end of the study and two
remained dependent on invasive ventilation. These results sug-
gest that baseline clinical status is a better indicator of Pompe
disease progression and potential response to treatment than age
alone.

In untreated Pompe disease, cardiomyopathy parameters ob-
served in infants worsen over time and eventually lead to
congestive heart failure.’%2¢ In this study, all patients with
echocardiograms beyond 12 weeks demonstrated improvement
or maintenance of normal LVMI; notably more than half of
patients attained a normal LVM (Z score =2) by last assess-
ment, Measurements of cardiac function also improved; the
initial, transient drop in mean SF that was observed may be due
to an initial remodeling phase potentially prompted by the rapid
removal of glycogen from the cardiac walls. The overall im-
provement in cardiac status likely contributed to the prolonged
survival rates observed in this study.

Motor development is often completely arrested in untreated
infants and children with Pompe disease, or if motor milestones
are achieved, they are subsequently lost.!020 In the present
study, many patients acquired new motor and functional skills.
The majority of patients who did not show motor gains had
undetectable muscle GAA activity and more advanced disease
at baseline, including lower age-equivalent motor scores. Ad-
ditionally, almost all patients in the study demonstrated the
acquisition of functional skills as measured by the Pompe PEDI;
this measure provides a more sensitive and comprehensive
assessment of the ability to perform skills required for many
activities of daily living than motor evaluations alone.15.16

Failure to thrive is another typical finding in infants with
untreated Pompe disease.!%:20 A natural history study found that,
despite the frequent use of tube feeding (in 59.5% of patients),
53% of untreated Pompe patients failed to maintain normal
growth in the first year of life.!® In contrast, in the present study,
almost all patients maintained weight- and length-for-age per-
centiles above the 3rd percentile through the study. It should be
noted that patients who required long-term invasive ventilation
at any point in the study received tube feedings.

BSID-2 age-equivalent scores indicated continued cognitive,
language, and personal-social development for the majority of
patients. Little is known about cognitive development in infants
with Pompe disease because of the early mortality observed in
untreated patients; the interpretation of the findings observed is
complicated by the difficulties inherent in performing a stan-
dardized test administration to patients who have oral-motor
and gross- and fine-motor deficits, as well as possible hearing
loss,2! which may significantly affect test performance.

Previously published data suggest that the extent of muscle
damage may predict response to treatment with alglucosidase
alfa.922 The results of this study provide additional support for
this observation. Four patients who died before Week 52 had
negligible baseline muscle GAA activity levels. Motor function
at baseline was also worse in these patients (four had age-

218

ooy

equivalent baseline motor scores of 1 month or lower) and one
was already invasively ventilated at baseline. The patients who
were walking or sitting independently at the end of the study, in
contrast, had higher muscle GAA activity and better baseline
motor function at baseline than those who made no significant
motor gains, suggesting greater preservation of muscle tissue.

Although alglucosidase alfa seems to have increased the
activity of GAA in muscle in this study, GAA activity levels
changes did not consistently correlate with muscle glycogen
content. This result is consistent with previous findings that
increased muscle GAA activity after ERT does not always
correlate with clearing glycogen from muscle tissues or with
motor improvements.>10 It is notable that samples in this and
previous studies™!® were taken exclusively from quadriceps;
glycogen content measurements may not be consistent across
various muscle groups in a single patient. Animal model studies
have shown that glycogen clearance after thGAA administra-
tion decreased as glycogen load increased (as animals aged).??
Different muscle fiber types with varying density of receptors
and degrees of autophagy may exhibit differential clearance of
glycogen in the presence of enhanced GAA activity.22-25

Although approximately half of the patients treated with
alglucosidase alfa in this study experienced IARs, none of the
IARs led to the cessation of treatment. Although most patients
developed antibodies against alglucosidase alfa, the majority
showed a trend toward decreasing titers over time and none had
evidence of in vitro inhibitory activity. The higher (40 mg/kg)
dose of alglucosidase alfa was generally well tolerated, but this
dose did not seem to change patients’ clinical response. How-
ever, assessments and analyses were not resynchronized after a
patient changed doses, and therefore meaningful conclusions
regarding the safety or efficacy of the higher dose cannot be
drawn from this study.

CONCLUSION

In this heterogeneous population of infants and children with
advanced Pompe disease, ERT with alglucosidase alfa begin-
ning after 6 months of age extended survival and invasive
ventilator-free survival compared with the untreated reference
group. In addition, the majority of patients treated with alglu-
cosidase alfa improved echocardiographic indices of cardiomy-
opathy and made growth and motor development gains not
typically observed in untreated infants and children. The results
of this study are promising in that they show that alglucosidase
alfa can reduce the mortality caused by this rapidly progressive,
life-threatening disorder even when treatment is started at a
more advanced stage of disease.
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Myoclonic Epilepsy
With Ragged-Red
Fibers Without
Increased Lactate
Levels

Shigemi Kimura, MD, PhD, Shiro Ozasa, MD,
Kyoko Nakamura, MD, Keiko Nomura, MD,
and Hirofumi Kosuge, MD

Myoclonic epilepsy associated with ragged-red fibers is
one of the mitochondrial encephalomyopathies. Patho-
genic mitochondrial DNA mutations have been identi-
fied in the mitochondrial transfer RNA (tRNA)Y* at
positions 8344 and 8356. Characteristics of myoclonic
epilepsy associated with ragged-red fibers include myo-
clonic epilepsy, generalized epilepsy, hearing loss, exer-
cise intolerance, lactic acidosis, and ragged-red fibers.
The elevated lactate level is one of the most important
symptoms needed to make a diagnosis of mitochondrial
encephalomyopathy. In the present case, however, myo-
clonic epilepsy was associated with ragged-red fibers
but without increased  lactate levels. Therefore,
myoclonic epilepsy associated: with ragged-red fibers
should be suspected in a patient who has myoclonic ep-
ilepsy that is difficult to control with antiepileptic med-
ications and who has other symptoms of mitochondrial
disease, such as mental retardation, even if the patient’s
lactate level is normal. © 2009 by Elsevier Inc. All
rights reserved.

Kimura S, Ozasa S, Nakamura K, Nomura K, Kosuge H.
Myoclonic epilepsy with ragged-red fibers without in-
creased lactate levels. Pediatr Neurol 2009;41:46-48,

Intreduction

Mitochondrial encephalomyopathies are classified pri-
marily as chronic progressive external ophthalmoplegia
[1], mitochondrial myopathy, encephalopathy, lactic acido-
sis, and stroke-like episodes (or MELAS syndrome) [2],
and myoclonic epilepsy with ragged-red fibers (or MERRF
syndrome) [3]. Myoclonic epilepsy with ragged-red fibers
is a multisystem disorder characterized by myoclonus, gen-
eralized epilepsy, ataxia, hearing loss, exercise intolerance,
lactic acidosis, and ragged red fibers visualized by Gomori
trichrome stain in muscle biopsy. The fibers also react in-
tensely with succinate dehydrogenase stain. Furthermore,
both ragged red fibers and some non-ragged red fibers fail
to stain with the histochemical reaction for cytochrome ¢
oxidase [4]. Myoclonic epilepsy with ragged-red fibers bi-
opsies also show strongly succinate dehydrogenase-posi-
tive blood vessels, which are uniformly cytochrome ¢
oxidase-negative.

Approximately 80-90% of patients with myoclonic
epilepsy with ragged-red fibers have A8344 G mutations
i the mitochondrial DNA tRNA™* gene [5]. The disease
is maternally inherited. The first laboratory test needed for
patients in whom mitochondrial encephalomyopathies are
suspected is the measurement of the serum levels of lactate
and pyruvate. Increased levels of lactate and pyruvate are
strongly suggestive of the presence of a mitochondrial ence-
phalomyopathy [6].

Presented here is a case of myoclonic epilepsy with rag-
ged-red fibers but without increased lactate levels. The diag-
nosis was more easily identified because the patient’s
mother, matemnal aunt, and matemal grandmother had
already been diagnosed with myoclonic epilepsy with rag-
ged-red fibers. Thus, myoclonic epilepsy with ragged-red
fibers should be suspected in any patient who has the
symptoms of mitochondrial encephalomyopathy and of
myoclonic epilepsy that is difficult to control with antiepi-
leptic drugs, even if the patient’s lactate level is normal.

Case Report

The patient is a 15-year-old boy (IlI-2) (Fig 1). His mother (II-2), mater-
nal aunt (II-1), and matemal grandmother (I-2) were previously diagnosed
with myoclonic epilepsy with ragged-red fibers (Fig 1); their cases were de-
scribed in 1998 by Mita et al. (7). For all three of these previously described
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Figure I. Pedigree of a family with myoclonic epilepsy with ragged-red
fibers. The proband in the present case is individual IlI-2. Standard nota-
‘tion: solid symbols, affected; open symbols, unaffected; slash, deceased;
square, male; circle, female.

patients, serum laciate and pyruvate levels were elevated. Individual II-2
evidenced only myoclonic epilepsy; individuals II-1 and 1-2, however,
had cerebellar ataxia and dilated cardiomyopathy, respectively, in addition
to myoclonic epilepsy. All three had the A8344 G mutation in the mitochon-
drial DNA tRNA™* gene, and their muscle biopsies showed ragged red
fibers with Gomori trichrome stain.

The present patient (III-2) was referred because of epilepsy at the age of
7 years. Until then, he was developing normally; he had experienced two
febrile convulsions as a l-year-old. His intelligence quotient (IQ) score
on the Wechsler Intelligence Scale for Children (3rd edition) was 89.
During convulsions, which occurred when he was playing video games,

his eyes were fixed and he became unconsciousness for approximately |
minute. His electroencephalography showed paroxysmal polyspike and
waves in diffuse distribution. His height was 119.3 cm (—0.1 standard de-
viation), and he weighed 21.1 kg (—0.3 standard deviation). He did not
have excessive hair growth. Findings from cranial magnetic resonance im-
aging, chest X-ray, and electrocardiography were normal. He had normal
fevels of serum lactate (7.1 mg/dL; normal range, 4.0-14.2) and creatine ki-
nase (145 U/L; normal range, 67-284). Thus, the results of these examina-
tions did not indicate mitochondrial disease.

Nonetheless, because of his family history of myoclonic epilepsy with
ragged-red fibers, informed consent was obtained and his mitochondrial
DNA was examined. The mitochondrial DNA examination revealed the
A8344 G mutation in the tRNA™* gene in the lymphocytes, which is the
same mutation found in his mother (11-2), aunt (II-1), and grandmother
(1-2).

The patient’s type of convulsions changed as he became older, develop-
ing variously into myoclonus and generalized tonic-clonic seizures with
unconsciousness. The convulsions were very difficult to control with anti-
epileptic drugs; valproate, carbamazepine, nitrazepam, phenytoin, pheno-
barbital, and clonazepam were tried.

At the age of 14 years, the patient had mild mental retardation; his 1Q
score on the Wechsler Intelfigence Scale for Children Il was 73.

The patient’s serum lactate level was checked at least four times per year
from age 7 to age 15 years. The level had not increased over that time, not
even after exercise. The lactate (13.6 mg/dL) and pyruvate levels (0.84 mg/
dL) in cerebrospinal fluid were also normal at the age of 14 years. The pa-
tient did not have short stature at the age of 15 years.

Because the convulsions were difficult to control, a muscle biopsy was
performed to aid in his diagnosis. Hematoxylin and eosin stain showed
slight variations in myofiber size (Fig 2A). Gomori trichrome and nicotin-
amide adenine dinucleotide tetrazolium reductase stain showed ragged
red fibers (Figs 2B and 2C). The muscle biopsy also revealed strongly
succinate dehydrogenase-positive blood vessels (Fig 2D), cytochrome ¢

Figure 2. Cryostat sections from muscle biopsy of the proband. Note ragged-red fibers (arrows, A,B,C, serial sections), blood vessel strongly positive for
succinate dehydrogenase (arrowhead, D), blood vessel negative for cytochrome c oxidase (arrowhead, E), and tissue uniformly negative for cytochrome c
oxidase (asterisk, F). Stain: Hematoxylin and eosin (A), modified Gomori trichrome (B), nicotinamide adenine dinucleotide tetrazolium reductase (C),
succinate dehydrogenase (D), and cytochrome c oxidase (E,F). Scale bar: 100 pm.
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oxidase-negative vessels (Fig 2E), and uniformly cytochrome ¢ oxidase-
negative fibers (Fig 2F). These findings led to a conclusive diagnosis of
myoclonic epilepsy with ragged-red fibers.

Discussion

Reported here is a case of myoclonic epilepsy with rag-
ged-red fibers but without increased lactate levels. Lactate
is ordinarily the most important marker in the diagnostic in-
vestigations for mitochondrial encephalomyopathies [6].
When mitochondrial disease is suspected, determination
of the patient’s lactate level is among the first evaluations
performed. If the lactate level is normal, mitochondrial dis-
ease is excluded in the differential diagnosis. In the present
case, however, the patient’s lactate level has never been in-
creased in either the serum or the cerebrospinal fluid. His
only symptoms of mitochondrial disease are myoclonic ep-
ilepsy and mental retardation. It is hard to explain why the
lactate level is not increased in this patient, and additional
follow-up examinations are desirable.

A case of myoclonic epilepsy with ragged-red fibers
without increased lactate levels in the serum and cerebrospi-
nal fluid is a novel finding [8-10]. Nonetheless, a diagnosis
of myoclonic epilepsy with ragged-red fibers was reason-
ably suspected, because the patient’s mother, maternal
aunt, and maternal grandmother had already been so diag-
nosed. Given the family history, even in the absence of
increased lactate levels, the patient was diagnosed with
myoclonic epilepsy with ragged-red fibers based on the re-
sults of a muscle biopsy that showed ragged-red fibers.

Myoclonic epilepsy with ragged-red fibers is one of the
progressive myoclonic epilepsies, which are characterized
by myoclonic seizures, tonic seizures, and progressive
neurologic deterioration, typically with cerebellar signs
and dementia [11]. Progressive myoclonic epilepsies are
rare disorders and include Unverricht-Lundborg syndrome,
neuronal ceroid lipofuscinosis, dentatorubral-pallidoluy-
sian atrophy, and Lafora disease {11}, in addition to myo-
clonic epilepsy with ragged-red fibers. Some cases of
these diseases are difficult to diagnose. However, myo-
clonic epilepsy with ragged-red fibers is generally easy to
diagnose among the progressive myoclonic epilepsies, be-
cause the lactate levels of patients with myoclonic epilepsy
with ragged-red fibers progressive myoclonic epilepsies are
high. The present case indicates that rule to be less than ab-
solute. A patient with myoclonic epilepsy that is difficult to
control with antiepileptic medications and whose IQ score

48 PEDIATRIC NEUROLOGY Vol. 41 No. 1
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is lower than a previous score should be suspected of having
have myoclonic epilepsy with ragged-red fibers, even if the
patient’s lactate level is not increased [12].
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/ non-MRCT

MRCT
phase 111

TYT

HA
KE EU FIT B
phasell | phaselll | phasell | phaselll | phasell | phaselll | phasell | phaselll
BMRCT 10 25 13 29 1 12 0 1
Bnon-MRCT 19 38 2 1 o 2 2 B

MRCT : Bl RO BEERER, non-MRCT @ ZEHMIC X 2 BRRAR
TV7 L ERer E (BE, &E, pE, 749y, TS Y UoAE-N)

2 2004FELIBBICOEFBTER S NA D DORMROBERRE (G5, SR

duloxetine 3 X .U bupropion IR TERARTH
% H%, mirtazapine b KB S h, BIZEELRHH
DEAAFEOBRRIE IITE VT b, BIEDH
%5407 phase 1 & O phase 2 & % ) DHIT R
DitEW E1, £2) »o b, KK TOSSRI
DOEFIIBRTLTWLE I EXbhb,
BERFKHO ) oRARMLEY K1, £2)
ORFBITERIZHE L Tw 545, BORTIIMER
TFFER VY I VREESEDE) 7 I VR
2 LAY BICERRARORMEICH Y, H
FEEHFH LWHRICEAL TS,
—RICEHEREORDERIGEVLOTER
¢, HRFEEIBOILEY TORKAERD LI HE
%, phasell B & UFphasell & $40~50%T &
D, MEOHEKRAED S TRIOBKREITH S
A, BIERFE L VI EER) 2EIIBWT
LEN TRV, 2F ), BERETOILED

(16) 260

(£1, R2) oTHPHFEL L TRESNDLD
T % v oS, EU T, 20094F 2 A I mela-
tonin 1/ 2 agonist, serotonin 2 C antagonist T&
% agomelatine VARG SN TBY, RO
DL FELLEHBFE AT HHEOEADEE
B L 7o

2. KOO DEOMRICH T HMBEREIC
DWT

SEORAELY, RBIBITDH) DEORFE

LoOMBEE LTUTORBHITONS,

- BRBAREOEZEFEFRRELBLTERTWS Z
&

- EIRERIEBRANOSMANEN & B L TR
LlanZ &

- phase I DEBILFEIRRICBMTE TRV
&
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F3 2004FLIBICAIRRE 7O TFEEICHONTRETE CERINE I ORUROERE

AR (RARERD

20044 | 20054F | 20064F | 20074 | 200820094 | &Ff
BA 3 0 2 0 6 11
HE 0 0 1 4 5 10
AL 0 1 0 3 5 9
RL—¥7 0 0 1 2 4 7
PE 1 0 2 1 1 5
T4IEY 0 0 1 1 3 5
ik 0 1 0 0 2 3
SUH R 0 1 0 0 0 1

EFACRARTH D AL phasell & L <
(& phase I DEFEIZDH 5 ) DRI FALE W DERIK
HERAROSMAL 5 (K1, £2) TH5D
EnwH i, %L IT VT - STDRET A
THEWERH 5. T/, BEIRLRTGERICB W T,
phase 1 ® ARG ERNICHREFT T 2 BEO
KRICATRIBMTETWARY (M2), HEH
BBV Ti, BAOBEKABKEDATERLH
RACORERISEEZBETH I L, AL
W ERFMT 5 L CEELBE P THY, &
NODOERERT X 0 #EY 2 CERLPITARIICE
AT B7DI2IE, Bk & BOCRMOBERED 5 SN
THIEDNEETHL, DD, RO
RBERDEIZBWTHECKR &I —E DRl A%
BB LD REBEMIZOVWTHIRI LTV
EWBLETH B,

ARIRIC BT B EERABROEMR EOBRBEZWRE
57, S HENTEGIERREIC OV TRE L7,
WEABEENH ) D 2#] (sertraline B £ O
mirtazapine) & b, EINRAERE @/ HEBROENK
B K& By, BHICENSIOREILTE
BV EICEETALERD D, RO
DIEBIEBEIEZZILL TV ATREDL H 5, »
FHIZLTHICH E9 A4 FI4 00T, BRH
BOEREROOICHEFNEEL B 2 LE
NHHEZEPHPEINTVWEED, EHIIED5
FRERHT HLEND 5,

EER L RENEERC BU 5 HARMNERIIE, &4%H
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EFOBEZ T 5 2 &AW EE L 72 5 RRiEA
Hbo HEIZHARTYA YOLKLDY, 757
T AT THA O AR R O B R A ER
WEAERTWEY, HBETFFL PHwLh
EREELRGERICEMLBARANERORBRE 21T
IHETIE, MANERIRFICHEL 25, MA
NEREEISFEFIERME L DT LR H B 72
B, SHRIIFARICRETL I EPLETH 5,

3. REEOHERARA

AFEE, BRABROBEOEMIRI 2 HAS
HZENTE, —~RICT 7L AWML T — ¥ R—
ATHAHNHOOBKRRESFT - N—2 % F
HICREZ L7280, FERHBRRE LT, 2T
RABRDPBEGF I N T W WITEENE & BT OHBIRIC
BHIN TRV EEIER L, 72, BE%T—
F R A TIIEREFI B RETE VD, E
BIEFEHEC DWW TIBEARER O HEE TR E %
R L7-2%, BRI ORKAERO EREIIR X
CRLB7:9, RAEDEHENDOEFREEIZONT
FESIREAPLETH S,
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# 4  Sertraline $ & U mirtazapine MEEFERERIC & F BEEHIEREM

— 4 EhEE BASEAY | AABRE (BRRERT SO | ERESISL | SABRMREL | EERENES
il STL-JP-92-001 60 15 4.0
I STL-JP-92-002 92 27 3.4
I STL-JP-93-602 142 41 3.5
EH
il STL-JP-94-607 174 53 3.3
il STL-JP-94-608 196 45 4.4
- A0501048 361 55 6.6
sertraline hydrochloride KE _ 050-013 369 8 46.1
REKZ 19914121 -
AR 20064 4 RE - 86CE21-0238 199 5 39.8
75 R - 050334 258 34 7.6
. 7S - 050-104 448 8 56.0
4 KE
KE - 050-109 315 1 315.0
ENE - R-0617 392 15 26.1
HHE - 050-315 242 15 16.1
TIVA - 050-320 467 39 12.0
001 281 45 6.2
E3]
i 9902 203 34 6.0
KIE 003-002 45 1 45.0
KE 003-003 45 1 45.0
wE 050 51 1 51.0
i
KIE 003-020 130 1 130.0
mirtazapine KE 003-021 150 1 150.0
SKERZE 19964 6 A KE 003-022 150 1 150.0
AIRAKGE D 2009 T H | g1 PSE 003-008 150 2 75.0
ENE 003-042 281 5 56. 2
TAVIVE 023 117 8 14.6
k| m 027 132 3 44.0
K 003-041 421 12 35.1
P NEd 003-023 150 1 150.0
b 353 003-024 150 1 150.0

a) MWHLVRERIL, T RBEIRESNCERAC-ETFREITHHEEBEECER S W -REBO ) bENVHEARL KR
L7

b) BAEHMEEAHIRTWARVWH O (-] TERLE

o) REERTWLRREE TR

d) EFEFNE | 1 MERRU Y OERIERIS (= ERERR/RBRMRED
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