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ABSTRACT

Objectives: This study aimed to learn what should be considered in the Guidelines of Clinical Trials with Herbal Medicinal
Products for Gastroesophageal Reflux Disease (GERD) by analyzing the existing guidelines and clinical trials.

Methods: The development committee searched the existing guidelines for herbal medicinal products or GERD. Then, clinical
trials related to GERD using herbal medicine were selected. The chosen trials were analyzed in terms of their inclusion and
exclusion of participants, intervention, comparators, outcome, and trial design. Then, we compared the results of the analysis
according to the regulations and guidelines of the Ministry of Food and Drug Safety to suggest the issues that we will have to consider
when developing the Guidelines of Clinical Trials with Herbal Medicinal Products for Gastroesophageal Reflux Disease (GERD).

Results: As a result, few guidelines for GERD and clinical trials with herbal medicinal products were located in the national
institution homepage. In addition, 8 articles were found using the following combination of search terms: “Gastroesophageal reflux
disease”, “GERD", “herbal medicine”, “herbal therapy”, “Korean Medicine”, “Traditional Chinese Medicine”, and “TCM". Even
though all trials had their own unique research questions, all studies were performed using a randomization method. Most trials
included participants with reflux esophagitis, but two trials targeted proton pump inhibitor-refractory GERD. The type of
intervention varied, such as decoction. granules, and capsules. Additionally, individualized herbal medicines were used in two
studies. Comparators were diverse, such as placebo, Western medicine, and electro-acupuncture. The most frequently used
outcome for efficacy was the effectiveness rate. In addition, the outcome for evaluating quality of life, esophageal mucosa and
pressure, esophageal acid reflux, and recurrence rates were used. Safety was investigated by recording adverse events and
carrying out laboratory tests.

Conclusions: We identified some issues by reviewing the existing guidelines and comparing them with clinical trials for
GERD and herbal medicinal products. These results will be utilized for developing the Guidelines of Clinical Trials with Herbal
Medicinal Products for Gastroesophageal Reflux Disease (GERD).
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Table 1. The Characteristics of Included Study
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+Domperidone]
Western medicine
Study on integrated ([Pantoprazole
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efficacy evaluation of ¢ al I %—Ie 7 Hospital of ont H’ dp stud ' +Mosapride])
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syndrome-differentiation et al Jie He Za Medicine individualized [Cimetidine
depending therapy of Zhi, 2004 Hosbital (accoring to pattern D idone]
TCM OSPHAL tdentification) study omperidone
[Zhizhukuanzhong
China, Capsules]
Clinical curative effect of The First VS
electroacupuncture Affiliated [Electro-acupuncture]
combined with Thang C J Tradit  Hospital of randomized, VS
Zhizhukuanzhong ¢ gl Chin Med,  Xinxiang 4-armed, [Electro-acupuncture
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+mosapride]
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Table 2. The Characteristic of Participants in the Included Studies

Study Age Sasrirzngle Disorder Diagnosis
PPI-refractory GERD patients were defined as patients
. ~ with GERD symptoms [score of 8 or more on a frequency
Kaz;gf; T >20 104 PPIGrEfII%aStory scale for symptoms of GERD (FSSG)] despite therapy
with a standard dose of rabeprazole (RPZ: 10 mg/day)
for 4 weeks or more.
patients with PPI-refractory NERD (without visible
esophageal mucosal injury) were defined as those with
Kazunari T, 590 249 PPI-refractory  persistent GERD symptoms (FSSG score »8) despite
2014 NERD a prior therapy with a standard PPI dose (RPZ 10
mg/day, omeprazole 20 mg/day, or lansoprazole 30
mg/day) for 4 weeks
GHEOIBI4JY' 18-65 63 GERD (RE) Reflux esophagitis diagnosed by endoscopy
ZhggngQ’ 1870 186 GERD (RE+NERD) [BIH &Kok ]
KoY G0 16 GERD (RE+NERD) (it —Cstmm s i e
Zh;BO%fH' )18 107 GERD (RE) Savary-Miller systems
Zhang C, ~ Trukhmanov AS. Diagnosis and treatment of gastroesophageal
oorp W88 480 GERD (RE) o+ dicease. Ter Arkh 2011:83(8) :44-45
hans UX 1768 50 GERD (RE) (GRS R AR KRB i

Table 3. The Inclusion and Exclusion Criteria of the Selected Studies

Study Inclusion criteria Exclusion criteria
(1) patients in whom endoscopy of the upper
(1) patients aged over 20 years digestive tract revealed grade C or D (on
(2) those who had received standard-dose therapy the Los Angeles classification of GERD)
with RPZ (10 mg daily) for 4 weeks or reflux esophagitis
more before the start of this study under (2) those with serious complications (liver,
a diagnosis of GERD kidney, heart, blood, or metabolic disorders)
K . 3) those with an FSSG score of 8 or higher (3) those who had undergone resection of the
azunari T, T
92012 on the assessment of GERD symptoms upper digestive tract

after standard-dose therapy with RPZ for (4) those in whom the presence of a peptic ulcer
4 weeks or more

(excluding ulcer scar) or malignant tumor

(4) those in whom oral administration was of the upper digestive tract was confirmed
possible (5) those in whom organic hepatic/biliary/
(5) those from whom written informed consent pancreatic disorders such as gallstone,
regarding study participation was obtained hepatitis, or pancreatitis, were suspected

(6) those with hemorrhage of the digestive
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tract, mechanical ileus, or perforation of

the digestive tract

those in whom the administration of an

agent contraindicated for combination therapy

had been newly started within 4 weeks

before the start of this study, or in whom

the administration method/dose had been

changed/discontinued

(8) those receiving 20 mg of RPZ

(9) those receiving treatment for a psychological
disease

(10) those receiving an agent that was being
developed or those in whom therapy
with such an agent was scheduled

(11) pregnant women, patients who wished to
become pregnant during the study/follow-up
periods, and lactating women

(12) others who were not considered to be
eligible as subjects of this study by the
chief investigator

(1) were »20 years of age

(2) had received standard-dose PPI therapy
for 4 weeks before the start of this study
for the treatment of NERD

Kazunari T, (3) had an FSSG score 8 after standard-dose

96

2014

PPI therapy for 4 weeks

(4) planned to receive RPZ (10 mg/day)
treatment for 8 weeks

(5) provided written informed consent regarding
study participation

(1) esophageal mucosal erosion in endoscopy
carried out within 6 months before the
registration

(2) the presence of serious complications (liver,
kidney, heart, blood, or metabolic disorders)

(3) having undergone resection of the upper
digestive tract

(4) confirmed presence of a peptic ulcer (excluding
ulcer scar) or malignant tumor of the
upper digestive tract

(5) inflammatory bowel disease, irritable bowel
syndrome (IBS), esophageal stenosis, or
esophageal achalasia

(6) diagnosis of a GI motility disorder by the
study investigator

(7) suspected organic hepatic/biliary/pancreatic
disorders, such as gallstone, hepatitis, and
pancreatitis

(8) hemorrhage of the digestive tract, mechanical
ileus, or perforation of the digestive tract

(9) taking drugs prohibited for concomitant use
(such as anti-ulcer drugs except for rabeprazole,
prokinetics, other kampo medicines except
for RKT) during the observation period

(10) psychoneurosis

(11) receiving or scheduled to receive an agent
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n

that is being developed
(12) lactation, pregnancy, or planned pregnancy
during the study or follow-up period
(13) intolerance to oral administration
(14) history of allergy for kampo medicine
(15) considered ineligible to participate by the
chief investigator

who had acid reflux, heartburn, or chest pain
who had reflux esophagitis by endoscopy
without secondary disease such as duodenal

(1) having undergone operation of pylorus,

GHEN JY, ulcer, pyloric obstruction esophacus. and abdomen
2004 (3) confirmed presence of GERD by 24h pH SOphagls. and )
monitoring (2) history of cardiaovascular disease
(4) who had GERD over 6 month
(5) aged between 18 and 65
D gjr;t“p? ngs GV}VEhRODhad sympftloms dOf typfllcal (1) participant who had history of other disease
ypica and conirmed as retiux in digestive system, lung and throat
esophagitis or Barret's esophagus or acid ) h 0 the b
reflux by endoscopy or 24h pH monitor preg'nant Women or those 1n the breast
Zhang Q, . feeding period
(2) participants aged between 17 to 70 years ! .
2012 - : ... (3) patients who were complicated by severe
(3) participants who did not take anti-acid : d h i l
and prokinetic agent irlma.ry 1sealses. 5111c as car 10\éa}scu ar,
(4) participants voluntarily signed the informed e;;atf rengh or urig dnsystem 18€a5€s.
consent form and those with mental diseases
(D who had symptoms of GERD spch 3 ()) aged over 70 years
acid reflux, heartburn, or chest pain X . . .
" (2) history of disease in the digestive system
(2) who had reflux esophagitis by endoscopy sch as veotic ulcer. eastric tumor
(3) who showed positive results in the gastric . DEp B ’
Xu HR, . 0 Zollinger-Ellison syndrome
emptying test, 24h pH monitoring, esophageal . : .
2007 manometry. acid perfusion test (3) history of progressive systemic scleroderma,
- Among thezé item;) participants who had ca.rdiaovascular, repal, hepatig disease
(D)+(2) or (1)+one of the (2) were could (4) history of abdominal operation, pregnant
be included women, participants with mental diseases.
(1) who had acid reflux, heartburn, or chest pain
(2) Who had reflux esophagltls by endoscopy (1) aged over 70 years
without secondary disease such as duodenal ) hi £ di . T
uleer. pyloric obstruction hlsiory 0 dlseéllse in tile (%Elgestlvez ?lystem
. such as peptic ulcer, gastric tumor, Zollinger-
Thai XH. (3) Eﬁﬁgﬁ presence of GERD by 24h pH Ellison syndrome
2004 (4) who had gGERD over 3 month (3) history of progressive systemic scleroderma,
(5) aged over 18 cardiaovascular, renal, hepatic disease
ged . (4) history of abdominal operation, pregnant
(6) participants who have not take Chinese or women. particioants with mental diseases
western medicine which suppress gastric acid P P )
and affect the gastrointestinal tract function
Zhang C, (1) patients aged between 17 to 68 years, (1) if it was confirmed by examination that
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male and/or female

(2) patients confirmed with the following diagnostic
criteria of GERD: @ patients who suffered
from a group of reflux symptoms, including
the main symptoms (heartburn, reverse
flow, and acid regurgitation, regurgitation),
which can be accompanied by related
symptoms (e.g.. noncardiac chest pain, upper
abdominal pain or/and discomfort., belching,
abdominal distension. foreign body sensation
in the throat. odynophagia, and dysphagia)
and extra-esophageal symptoms (e.g., chronic
cough, pharyngolaryngitis, and asthma):
these symptoms were estimated using 6
scores by the reflux disease questionnaire
(RDQ): @ an endoscopic examination
showed esophagitis that was involved the

GERD-like symptoms were induced by heart
or lung diseases, tumors of the digestive
tract, drug-induced, mycotic and erosive
esophagitis, esophageal disease due to Immune
dysfunction, post-cardiotomy symptoms,
cardiac achalasia, and pyloric obstruction

2012 distal part of the esophagus. but with no (2) preg'nant women  or those in the breast
o e . feeding period
findings of secondary esophagitis-inducing . . ..
2 > (3) patients who were allergic to test medicines
factors, such as digestive ulcers, pyloric . .
, s ; (4) patients who were complicated by severe
obstruction, and vomiting: the severity of . X .
o 1 . primary diseases, such as cardiovascular,
the esophagitis was classified into five . L
, hepatic, renal or hematopoietic system
grades from 0 to 4 according fo the Los diseases, and those with mental diseases
Angeles Grading (LAG) method: @ 24-h ’ )
monitoring of intraesophageal pH showed
overfull acid reflux: and @ a proton pump
inhibitor test showed positive results. Those
patients who were consistent with O+®,
DO+, or O+@ were diagnosed with GERD)
(3) secondary esophageal diseases were excluded
by endoscope or upper digestive contrast
examination within 1 month
(4) patients voluntarily signed the informed
consent form.
(1) participants voluntarily signed the informed (1) if it was confirmed by examination that
consent form GERD-like symptoms were induced by
(2) participants aged between 17 to 68 years, heart or lung diseases, tumors of the
male and/or female digestive tract, drug-induced, mycotic and
(3) patients confirmed with the following diagnostic erosive esophagitis, esophageal disease due
Zhang CX, criteria of GERD: @ patients who suffered to immune dysfunction, post-cardiotomy
2012 from a group of reflux symptoms, including symptoms, cardiac achalasia, and pyloric
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the main symptoms (heartburn, reverse
flow, and acid regurgitation, regurgitation),
which can be accompanied by related symptoms
(e.g., noncardiac chest pain, upper abdominal

(2)

obstruction

pregnant women or those in the breast
feeding period and patients who were
allergic to test medicines

pain or/and discomfort, belching, abdominal (3) patients who were complicated by severe



distension, foreign body sensation in the
throat, odynophagia, and dysphagia) and
extra-esophageal symptoms (e.g., chronic
cough, pharyngolaryngitis, and asthma):
these symptoms were estimated using 6
scores by the reflux disease questionnaire
(RDQ): @ an endoscopic examination
showed esophagitis that was involved the
distal part of the esophagus, but with no
findings of secondary esophagitis-inducing
factors, such as digestive ulcers. pyloric
obstruction. and vomiting: the severity of
the esophagitis was classified into five
grades from 0 to 4 according to the Los
Angeles Grading (LAG) method: @ 24-h
monitoring of intraesophageal pH showed
overfull acid reflux: and @ a proton pump
inhibitor test showed positive results. Those
patients who were consistent with @+@),
D+®), or O+@ were diagnosed with GERD)

(4) secondary esophageal diseases were excluded
by endoscope or upper digestive contrast
examination within 1 month

(5) participants who stopped the medicine
affecting this trial such as PPI and
prokinetic agents 1 week before starting
the treatment in the trial
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primary diseases, such as cardiovascular,
hepatic, renal or hematopoietic system
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Table 4. The Characteristics of Intervention in the Included Studies

Study Intervention

Contents & Dose Period

Kazunari T,  Rikkunshito
2012 +Rabeprazole

Rikkunshito : 7.5 g/day

Rabeprazole : 10 mg/day 4 weeks

Kazunari T, Rikkunshito
2014 +Rabeprazole

Rikkunshito : 7.5 g/day

Rabeprazole : 10 mg/day 8 weeks

Ghen JY,

2004 Zizhu pill

Citrus aurantium 30 g, Atractylodes macrocephala Koidzumi 15 g,

Evodia officinalis 2 g Coptis chinensis 5 g Pinellia ternata
Breitenbach 10 g, Paeoniae Radix Alba 10 g, Fritillariae Thunbergii 8 weeks
Bulbus 10 g, Scapharcae seu Tegillarcae Concha 15 g

200 mL/day

Zhang Q. Dalitong granule
2012 +Rabeprazole

Bupleurum falcatum L, Citrus aurantium, Aucklandiae Radix, Fraxini

Cortex. Pinellia ternata Breitenbach, Taraxaci Herba, Crataegus
pinnatifida Bunge, Areca catechu Linné, Paederia scandens, Codonopsis 4 weeks
Pilosulae Radix. Corydalis remota, Massa Medicata Fermentata

18 g/day

Pantoprazole
+Mosapride
(Imon)
Xu HR, Omeprazole
2007 +Mosapride
(Imon)
+Individulized
herbal medicine

1) pattern of liver-stomach heat depression (AFBE##): Rhei Radix
et Rhizoma, Scutellariae Radix, Coptidis Rhizoma 30 mg

2) pattern of liver qi invading the stomach(AFBAH) : juice and
oil of Rhamnus davurica 20 g

3) pattern of spleen-stomach weakness (MEEE55) @ Atractylodis
Rhizoma Alba, Poria Sclerotium, Glycyrrhizae Radix et Rhizoma,
Licorice 0.6 ¢ 8 weeks

4) pattern of spleen-stomach deficiency cold (J£EE5E) : Paeoniae
Radix, Zizyphi Fructus, Cinnamomi Ramulus, Glycyrrhizae Radix
et Rhizoma, Licorice, Zingiberis Rhizoma Recens 45 g

5) pattern of binding of phlegm and qi (ZZSABFH) : Pinelliae Tuber,
Bergamot, Pseudostellaria heterophylla, Magnoliae Cortex, Poria
Sclerotium, Zingiberis Rhizoma Recens, Perillae Folium 18 g

Zhai XH,  Shuganjiangni

pattern of liver-stomach heat depression (FFE##Y : Coptidis Rhizoma 1 weeks

2004 -tang 6~109, Taraxaci Herba 15~309, Rhei Radix et Rhizoma 6~109
Zhang C, Zhizhukuanzhong Atractylodes Macrocephala, Citrus Aurantium, Bupleurum, hawthorn
6 weeks
2012 capsules 1.29 g/day
Bupleurum falcatum L, Citrus aurantium, Aucklandiae Radix, Fraxini
Zhang CX Cortex, Pinellia ternata Breitenbach, Taraxaci Herba, Crataegus

92012 Dalitong granule pinnatifida Bunge, Areca catechu Linné, Paederia scandens, Codonopsis 6 weeks

Pilosulae Radix, Corydalis remota, Massa Medicata Fermentata
18 g/day
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Table 5. The Characteristics of Comparator in the Included Studies

Allocation ratio between

Study Comparator intervention and
comparator group
Kazunari T, 2012 Double-dose (20 mg/day) Rabeprazole 53:51
Kazunari T, 2014 Rabeprazole (10 mg/day)+placebo (7.5 g/day) 125:117
GHEN JY, 2004 Ranitidine (0.3 g/day)+Cisapride (30 mg/day) 30:33

C1 : Rabeprazole (20 mg/day)

Zhang Q. 2012 C2 : Rabeprazol (20 mg/day)+Domperidone (10 mg/day) 64:61:61
Xu HR. 2007 Pantoprazole (40 mg/day)+Mosapride (15 mg/day) (1 month) 1:1
' — Omeprazole (20 mg/day)+Mosapride (15 mg/day) (1 month) ’

Zhai XH, 2004 Cimetidine (800 mg/day)+Domperidone (30 mg/day) 77:30
C1 : Electro-acupuncture

Zhang C, 2012 C2 : Electro-acupuncture+Zhizhukuanzhong Capsules 1:1:1:1
C3 - Pantoprazole (40 mg/day)+Mosapride (15 mg/day)
Cl : Electro-acupuncture

Zhang CX, 2012 C2 : Electro-acupuncture+Dalitong granule 1:1:1:1

C3 - Omeprazole (40 mg/day)+Mosapride (15 mg/day) +Amitriptyline

(50 mg/day)

5) &4 %7} ZA1Z(Outcome) (Table 6)
(1) Frequency scale for symptoms of GERD (FSSG)*
A3 Aelel] wel Tominaga K™ A7l
o5 el F2A HUHE AXE.
@ FSSGE] AgAF A4 vjw
@ FSSGE #84% A5 o438 Improvement
rate®] < vl
Improvement rate(%) = ([pre-score]-[post-score]
/lpre-score])x100
@ FSSGE #84% A5 o438 Improvement
Degree
Improvement Degree = [pre-score]-[post-score]
(2) Gastrointestinal Symptom Rating Scale(GSRS)”
Tominaga K“¢] AFelA xzAZe] A4l
T o] H4E o] 43 Improvement Degrees &
A A ER o] 439
(3) SF-8
Tominaga K“¢] AFelA XzAZe] A4l
T o] H4E o] 43 Improvement Degrees &
A A ER o] 439
(4) Symptom score

wgahg o7k oy e 3ol gl

Ghen JY?elA AH&-® symptom score: JKif., K
M, Bk Mme] 7h=(0-3%) 9 W= (0-3%) &
Hpssle] X2AdEE wiwsiyh 9, Zhang
Q. Zhai XH”, Zhang C*, Zhang CXPsIM= 2
Z4e 7= (0-3") 9 H=(0-3")E A58
AzAEL wwstseh Zhang QPN B 2
A B, IREE, WO R, BHAEE WAMESR, 1%
PRI SO MRS, fEBRIEC) T, Zhai XH™& KEE,
B, KEDS™, Zhang C* Zhang CXPoA:
Bl Kk, Kol et

(5) Effective rate

Zhang Q" Zhai XH”, Zhang C* Zhang CX”
oA 7+ AL HApdete] a3 AZ (B A
% ERS WE H&E AIAssE Xu HR™)
ME ARSE S E, ST At el WAH AL
2 2 A A E sl 2] A=ERL AL
A0S A3t To ok v]EE A A

(6) 24h pH monitoring of intraesophageal acid

Ghen JY”, Zhai XH”, Zhang C*, Zhang CX®
B DeMeester score®2 AH-3193, Zhang O
Zhang CXPelME FHAFE S0

(7) Adverse events
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=2x13 510
AR EIS Shot

HH AR 7tol=efel Hes

Ol =i BFeA FrkE . AA s Ak
SHAA el 715319t
(8) Esophageal mucosa
WAAeZ Auke] Age Bae 51 =20
grading systemel =to]7b %ot Ghen JY&
Savary-Miller grading system™% A}&-stgd o,
Xu HR” Zhang ™% Los Angeles grading system”
AHsld ) 8H, Zhai XHP: (Rt AR/
Jimli&aﬁé‘%ﬁ&{ W2 (GRS, Zhang CXP
= (N TSRS RE S 22 A3t
(9) Esophageal pressure
Ghen JYYoll A A, shiAl=aobze) gt

ZA3le] ABAHF Aol &
(10) Blood motilin level
Ghen JY"el| 4]
(11) Recurrence rate

27 v Zage.

SEA H7h ARE ol g55le,

Xu HR¥IAH g & 1714, 3714, 614, 1274
dof| 245 AFYAA £ S84 U} Az

o] &= it}
(12) SF-36"

Zhang C*, Zhang CX®oA &4

o] &= 9ot
(13) Pattern Identification

7t Alze

Xu HR%eI A W%43-& sjetste] Al Askgid.

Table 6. The Characteristics of Outcomes in the Included Studies

Study Primary outcome Secondary outcome
Kazunari T Improvement rate by 1. Subgroup analysis with respect to each subject’s background
92012 " ‘Frequency Scale for Symptoms factors (age, gender, body mass index)
of GERD' scores 2. Adverse events, safety, tolerability
. . 1. Subgroup analysis and factor (age, gender, body mass
Kazgglail T. gsegrée éfsénslpré)ﬁfénes%grgg index) analyses related to the Rikkunshito responders
’ ’ 2. Adverse events, safety, tolerability
1. Esophageal mucosa (Savary-Miller)
GHEN JY, 2. Esophageal pressure
2004 Symptom score 3. 24h pH monitoring
4. Blood motilin level
Zhang Q, 1. Effective rate
2012 Symptom score 2. Adverse events
1. Recurrence rate
Xu HR. . 2. Pattern Identification
2007 Effective rate 3. Esophageal mucosa
4. Adverse events
1. Symptom score
. 2. Esophageal mucosa
Zhai AH. Effective rate 3. 24h pH monitoring
4. DeMeester score
5. Adverse events
1. Esophageal mucosa (LAG method)
Zhang C, 24h pH monitoring of % FQ{EQE%{ sg;nlpig)ms
2012 intraesophageal acid and bile reflux A Effecti}\lfe rate
5. Adverse events
1. Esophageal mucosa (LAG method)
Zhang CX, 24h pH monitoring of % gﬁgﬁfé sg?ﬁgeoms
2012 intraesophageal acid and bile reflux i Effe cti}\IIe rate

[<Sal

. Adverse events
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6) srdA H7}

Tominaga K™ elA b4} W) oA (Tolerability)
< oAbsE 7IEFeE kst O 9 BE
oA obAA IS 9] A& oAb AH

AFE AAEGL, I F YAAEA AAE
A A3 AS7L e IAs,

oo o

g gHefAIA] Thol =2tal
Ayl on, 71& 7}
= ]—}Js—] 7‘5]/\13 H}ﬂ'
ogle T HEOoR FA vE 4 9ld WA 7E
7hol=gtel S A As, YA EdFAT A=
Aol GAAE H7t Fhel =il A FaheRAl Al o
AR guby e Absy, HAEAlF - ghepA) A
A Lol =ekel A, qeRAIAlY A
H7 A e Ag A E AHE S Tk

AAZ, FAA QAP HA =[S
A2AL) YANE H7) stel=ghal et A
BIyEolopdt HEE FAEIH.

1238 A= FA%e X8 HE2 dubd
o Azube] AAHANL T F FF BFEAE
(PPD7F A2 vhsh Slek. 25 AebalA] 7bo)=
ekl A Ao, 2R AR7E el 2]
GERD Azl AH-E 4 sl gepAlAl AsE
F7h5E Aol BesAe,

4z QIAAE AA F= 4131 *Q) AL A & T Ak}
AR Hdele WA 2A(4LLD ds M
ol dAAEE 7%% ghepA| Al 7F AR A
Al QA= WA AstEg= 84 GERD %
Aol Sl #AEe] Welshe A97t Bk wEhA
SrpAIA QRN Al SRRl AA 7] F A
Holokd oz Agdn o]x JAAY
a1 Az} A" 7)|EE Box7 02 A
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