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Abstract

Background The Japan Society of Clinical Oncology
started implementing clinical practice guidelines for cancer
in 2001. Tt created a Guideline Committee and has published
cancer-related information in collaboration with individual
subspecialty cancer societies. The society then established
an Evaluation Committee to assess the quality of guidelines.
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Results Domains in which the median score was >50
points in 18 guidelines developed between March 2005 and
May 2009 included “scope and purpose,” “rigor of
development,” and “clarity and presentation.” Domains
with a median score < 50 points were “‘stakeholder
involvement,” “applicability,” and “editorial indepen-
dence.” Scores in all domains except “stakeholder
involvement” were higher during the second half of the
period than during the first half of the period, although P
values were 0.10-0.93. Crude scores remained low for
items 5, 7, 19, 20, 22, and 23, and the inter-quartile ranges
of items 2, 6, 10, and 22 were wide. Kappa statistics ranged
from —0.02 to 0.64, and they were especially low for items
3, 5,7, 18, and 23.

Conclusion Guideline quality has tended to improve
during the 10 years since the society started this activity.
However, issues remain to be improved through continuous
revisions.

Keywords Clinical practice guideline -
AGREE instrument - Cancer

Introduction

The Japan Society of Clinical Oncology started imple-
menting clinical practice guidelines (CPGs) for cancer in
2001 in collaboration with allied subspecialty societies.
The society has developed summary versions of CPGs and
flowcharts, and it has published them on the Internet with
structured abstracts of important articles. Around 20
guidelines have been developed by subspecialty societies
by November 2009, and 13 of them are presented on the
society’s homepage (http://www jsco-cpg.jp/) [1].

The society established a Guideline Committee (GC) for
this activity, as well as an Evaluation Committee (EC) to
evaluate and ensure the quality of published guidelines.
The aims of the present study were to identify issues
requiring resolution from a summary of the assessment
results generated by the EC.

Methods
Process before publishing the guidelines

The activity of CPG publishing and implementation in the
society proceeds as follows. A subcommittee of the GC for
a specific cancer writes a draft summary, algorithm, and
structured abstract in accordance with the specific sub-
specialty society, and submits them, or sometimes a com-
plete CPG, to the board of the GC. The board of the GC
reviews and sends them to the EC. The EC evaluates them
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and reports the result to the chair of the GC and the
members of GC subcommittee. If there is no major flaw, a
homepage is developed. These tools for implementation of
the CPG are then released to the public after the final
approval of the GC and the board of the society.

The review in the EC

The EC has ten members, including a chair and four
members from outside the society. All members individu-
ally review drafts under evaluation before attending a
meeting where all members reach a consensus-based final
assessment.

The AGREE instrument [2] was used for reviews that
focus on the process of CPG development and the general
characteristics of the CPGs, but not on the validity of
specific statements. The AGREE instrument is a compre-
hensive tool for evaluation whose validity and reproduc-
ibility have been investigated [3, 4. The EC did not require
revision of the content and format of the draft after review,
but revisions were expected for a subsequent version. The
EC previously presented the appropriate methods for
developing evidence-based CPGs to the GC.

Method of review

The present study summarizes the results of the review of
the CPGs by the EC.

The AGREE instrument consists of 23 items that assess
six domains of the CPG development process: “scope and
purpose” (items 1-3), “stakeholder involvement” (items
4-7), “rigor of development” (items 8-14), “clarity and
presentation” (items 15-18), “applicability” (items 19-21),
and “editorial independence” (items 22-23). For each
item, a crude score of 1-4 is assigned based on the
reviewers’ certainty of fulfilling the requirements of the
items and the quantity of information contained in
the CPG. A standardized domain score is calculated for the
6 domains after summing and adjusting the crude scores
into a scale from O to 100 points. A global assessment
could be given, but such global assessments were not
recorded for all CPGs. Global quality was described as an
aggregated score determined from the summation of all
domain scores, although AGREE does not suggest using
this strategy for global assessment.

The distributions of the crude scores for the items were
determined. Low-score items in which the medians were <2
and dispersed items, for which the inter-quartile range of the
crude score was 14, were identified. The dispersed items
contained CPGs with both low and high scores, which led to
the supposition that they could be easily improved.

Kappa statistics were calculated for each item to deter-
mine inter-rater reproducibility [5, 6]. Low kappa values
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indicate a trend toward the item scoring differently among
raters. When calculating kappa, crude scores of 1 and 2, as
well as those of 3 and 4, were combined into one level. The
EC used only one representative score based on consensus

Table 1 Guidelines that have been reviewed by the evaluating committee

for evaluation at meetings and did not use the individual

crude scores from which the kappa values were derived.
When members thought that determining a score was

difficult, the committee used its own criteria to standardize

Type of cancer

Title

Version
Stomach® Japanese Gastric Cancer Association: guidelines for the diagnosis and treatment 2
of carcinoma of the stomach, April 2004 edition
Liver® The Japan Society of Hepatology:© “clinical practice guidelines for hepatocellular 1
carcinoma:” evidence-based clinical guidelines for the diagnosis and treatment
of hepatocellular carcinoma in Japan (the print/web version)
GIST! Japanese Gastric Cancer Association, Japan Society of Clinical Oncology, Japanese Study 1
Group on GIST: clinical practice guidelines for gastrointestinal stromal tumors (GIST) in
Japan
Oral cancer Japan Society for Oral Tumors: clinical practice guidelines for oral cancer |
Uterine cervix The Japan Society of Gynecologic Oncology: treatment guidelines for cervical cancer, |
2007 edition
Uterine body The Japan Society of Gynecologic Oncology: treatment guidelines for uterine body cancer, 1
2006 edition
Children’s leukemia The Japanese Society of Pediatric Hematology: guidelines for the treatment of childhood 1
leukemia/lymphoma, 2007 edition
Esophagus* The Japan Esophageal Society: guidelines for the diagnosis and treatment of esophageal 2
cancer
Kidney! The Japanese Urological Association: clinical practice guidelines for managing renal 1
carcinoma and the digest edition (web version)
Pancreas* Japan Pancreas Society: evidence-based clinical practice guidelines for pancreatic cancer !
Colon" Japanese Society for Cancer of the Colon and Rectum: guidelines for the treatment of colon |
cancer, 2005 edition
Biliary tract! Japanese Society of Hepato-Biliary-Pancreatic Surgery: clinical practice guidelines for the 1
management of biliary tract and ampullary carcinomas (the print and web digest version)
Head and neck Japan Society for Head and Neck Cancer: clinical practice guidelines for head and neck I
cancer
Breast® The Japanese Breast Cancer Society: evidence-based clinical practice guidelines of the 1
Japanese Breast Cancer Society (5 volumes) and web version
1. Systemic therapy
2. Surgery
3. Radiation therapy
4. Screening and diagnosis
5. Epidemiology and prevention
Lung The Japan Lung Cancer Society: clinical practice guidelines for lung cancer, revised edition 2
Skin! The Japanese Skin Cancer Society: clinical practice guidelines for the management 1
of cutaneous malignancies
Ovary* The Japan Society of Gynecologic Oncology: ovarian cancer treatment guidelines, 2004 1
edition
Ovary The Japan Society of Gynecologic Oncology: ovarian cancer treatment guidelines, 2007 2

edition

Order in table reflects the list in the homepage of the Japan Society of Clinical Oncology (order of Japanese 50 sounds)

* Presentation was partly funded by the Scientific Study for the Third Term Comprehensive Control Research for Cancer of the Ministry of
Health, Labour, and Welfare in 2007

® Development was funded by the Scientific Study for Supporting Clinical Practice Guidelines of the Ministry of Health, Labour, and Welfare in

2002-2003
¢ On October 2009

4 Development and presentation was partly funded by the Scientific Study for the Research on the Medical Safety and Health Technology
Assessment of the Ministry of Health, Labour, and Welfare in 2005-2006
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Table 2 Domain scores determined using the AGREE instrument for clinical practice guidelines

Domain Total (n = 18) The first half. March 2005-March 2007  The second half. April 2007-May 2009 P value®
(n = 10) (n=28)
Median IQR" Median IQR Median IQR
Scope and purpose 722 66.7-100  66.7 55.5-100 83.3 66.7-100 0.38
Stakeholder involvement 41.7 16.7-50.0 43.1 25.0-58.3 41.7 29.2-50.0 0.93
Rigor of development 66.7 38.9-83.3 444 16.7-72.2 72.2 61.1-86.1 0.13
Clarity and presentation  75.0 58.3-91.7 70.8 33.3-91.7 83.3 70.8-100 0.18
Applicability 333 0-66.6 16.7 0-33.3 50.0 25.0-66.7 0.10
Editorial independence 0 0-50.0 0 0-0 333 0-50.0 0.12
Aggregated 56.3 36.5-69.8 48.6 28.6-58.7 659 54.8-71.4 0.11

* Comparison of scores between the first half of the period and the second half of the period was tested using the Wilcoxon rank-sum test

" Inter-quartile range

the score among its members. Item 13 indicates a
requirement for an external review of the CPG. This item
was not scored because review by the EC is compatible
with this. Item 21 requires the CPG to present key review
criteria for monitoring or audit. This item was also omitted
from scoring because quality indicators for measuring
adherence to CPGs have not been developed.

Results

The EC started reviewing CPGs in March 2005, and 18 of
them had been reviewed by May 2009 (Table 1). Table 2
shows the standardized domain scores of these CPGs. The
domains with median scores > 50 points during the entire
period of review were “scope and purpose,” “rigor of
development,” and “clarity and presentation.” The median
scores for “stakeholder involvement,” “applicability,” and
“editorial independence” were <50 points. All domain
scores except “stakeholder involvement” were higher
during the second half of the period than during the first
half of the period, although the P values were 0.10—0.93.

Figure 1 shows the distribution of crude scores for each
item in all CPGs. Item numbers with median crude
scores < 2.0 were 5 (emphasizing patients’ perspectives), 7
(pre-test before publication), 19 (discussion about potential
organizational barriers), 20 (considering cost implications),
22 (editorial independence from funding body), and 23
(records of conflicts of interest). The item numbers with
widely distributed crude scores were 2 (description of
clinical questions), 6 (target users defined clearly), 10
(presentation of methods for formulating recommenda-
tions), and 22 (editorial independence from funding body).

Table 3 shows the inter-rater reproducibility for each
item. The kappa statistics were —-0.02 to 0.64, and the null
hypothesis that the consistency of the results occurred by
chance alone could not be rejected for items 3 (target
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patients described specifically), 5 (emphasizing patients’
perspectives), 7 (pre-test before publication), 18 (tools for
application), and 23 (records of conflicts of interest).

Discussion

The present report describes the results of continuous
evaluation of CPGs assembled by the Japan Society of
Clinical Oncology. Changes in standardized domain scores
indicated that the methods and organization for developing
CPGs have improved slightly, although the differences
were not statistically significant and the number of CPGs
assessed was small. The domains with median scores > 50
points were “scope and purpose” (items 1-3), “rigor of
development™ (items 8-14), and “clarity and presentation™
(items 15-18). Domains with median scores < 50 points
were “stakeholder involvement” (items 4-7), “applicabil-
ity” (items 19-21), and “editorial independence™ (items
22-23). Developers must consider these findings when -
developing new guidelines or revising those that have been
already established. For individual items, low scores were
observed in items 5. 7, 19, 20, 22, and 23.

Item 5 emphasizes patients’ perspectives. The values of
individual patients with cancer should be considered in
clinical decision making. Several guidelines seemed to
specifically recommend a single option without providing
alternatives. Representatives of patients or paramedical
staff should be involved in these processes.

Item 7 addresses the pilot use of the CPG before formal
publication. When a pilot is not used to improve the quality
of the CPG, early feedback about its validity, implemen-
tation, and impact on routine practice after publication
should be obtained.

Item 19 addresses potential organizational barriers.
Alternatives should be discussed when barriers interfere
with CPG implementation.
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Fig. 1 Distribution of crude
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Item 20 refers to cost issues. The clinical practice of
oncology must be individualized because it is based on
patient status and value judgments. In general, the issue of
cost is important, especially in preventive medicine and in
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the long-term management of prevalent chronic disorders
such as hypertension or dyslipidemia. Cost is more urgent
in preventive medicine than for oncologists whose patients
have cancer.
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;l;?g?cl)fjjcill)?ltiigf-?;cgach item [tem Kappa® P value Item Kappa® P value
1 0.23 <0.01 12 0.31 <0.01
2 0.64 <0.01 14 0.49 <0.01
3 0.00 0.49 15 0.15 <0.01
4 0.37 <0.01 16 0.20 <0.01
5 -0.02 0.61 17 0.15 <0.01
6 0.34 <0.01 18 0.05 0.18
7 0.04 0.23 19 0.19 <0.01
8 0.33 <0.01 20 0.28 <0.01
9 0.35 <0.01 2 014 0.01
* Kappa statistics express 10 0.33 <0.01 23 0.05 0.20
agreement of several raters 1 0.18 <0.01

above the expected value

Item 22 requires editorial independence from funding
bodies. The source of financial support should be docu-
mented. If pharmaceutical companies are the source, then
the procedure for maintaining editorial independence
should also be documented.

Item 23 asks about records of conflicts of interest.
None of the CPGs described records for conflicts of
interest, although the impact of CPGs on routine practice
is substantial. Concern about conflicts of interest is
increasing in Japan, where medical journals have not
managed this issue as foreign journals have. The Japan
Society of Clinical Oncology and the Japan Society of
Medical Oncology have developed the “Clinical Oncol-
ogy Research Conflict of Interest Policy (ver. 1)” [7, 8].
According to this policy, all members of the society must
report their status regarding conflict of interest when they
report and publish in the society, and these reports are
centrally reviewed. This procedure must be followed
when CPGs are developed, and records about conflicts of
interest should be explicit.

The distribution of crude scores was wide for items 2,
6, 10, and 22, for which the same item scored low and
high in several CPGs. Improving these points might not
be difficult, although guideline-specific conditions might
be involved. The involvement of experts specialized in
the field of guidelines will be useful. Item 2 requires clear
descriptions of clinical questions. When “Clinical Ques-
tion” is first described for each CPG topic, it may help
focus readers to understand the content more easily. This
format of clinical question is preferable. Item 6 asks for a
clear definition of the target users. It is important to
define that clearly when developing and using CPGs. Item
10 addresses an explicit document that describes the
methods of formulating recommendations; however, many
CPGs did not provide this information. The impact of an
assessment of benefits and harms after a systematic
review on formulating a recommendation should be
addressed. If disagreement about a recommendation
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arises, the methods used to reach consensus should be
described.

Although the EC has reviewed a dozen CPGs, this report
has some challenging issues as limitations. First, the inter-
rater reproducibility of several items of the AGREE
instrument was poor. Previous studies have identified good
validity and reproducibility [3, 4], but we found that
reproducibility was not easily achieved in our setting.
Although AGREE is a good method of evaluation, the
scoring remains subjective. We did not directly use the
crude scores of individual members to reach the final
assessment. Nevertheless, low reproducibility means that
judgment by a member using the AGREE items is not a
simple matter. Among low-score items, the score of items
5, 7, and 23 might be influenced by a difficult evaluation.
Consensus will be achieved if the committee has criteria
for scoring that maintain the original concept of the
AGREE items.

Second, common scoring methods are not applicable to
all CPGs, because solid evidence is not available in some
fields of cancer. Although all CPGs of the society are
related to cancer, each type of cancer has specific charac-
teristics. AGREE itself does not recommend establishing a
threshold to differentiate CPGs of “good” or “bad”
quality.

The activity of CPG development is continuous, and
CPGs of the subspecialty societies and the published
material of the society (http://www.jsco-cpg.jp/) will be
revised sequentially. These guidelines have also been
published on the homepages of the subspecialty societies
and of the Medical Information Network Distribution
Service (MINDS), thus bringing the CPGs closer not only
to medical professionals but also to patients. The activi-
ties of publishing and implementing CPGs within the
society over the first decade seem to have begun well.
Efforts to improve quality must be maintained, and users,
including patients, should be able to easily understand the
contents.
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CHEATAFIA v EEFRLT0S Minds #EDF— A= TVIBRLTLHD
- BEERBI L DA E feedback L, FIAIREE Y AWM RLUFTZT)

- BRRTEIEAIBIF, bundle DHATOHE|EE LT S

HEPIBFDRE R R Y v 7 ORE R EOEMED
- LRETERETARBREBE LOEBRE L L ERMT D
- FHRUEBERPLBORICRET 5700 TTRAERT 2

HRERERLIEL IV, Fh, HHHEED O
SWAA T T4 2 RBEHLARL TS HARER
S RE D EFHRERT — Y A (Minds) O &9 %
F — & X — ¥ (http//mindsjcghcorjp/) 1218
BLTHEIZELLETHA).

3. H4FF L VABROEFOHAE

HZE AL FIA VABTOBFOHETDH
5. WEXICEGIBREITY, HAFNETIZS
LLWREEREETH 2L BAERMISR LR
FR¥GHE (clinical indicator) %3¥8/RL, ZOHifT
DEEZZFTAHIEIEL>T, A FITL 2D

BT EET L. INICL>THBOHA FFA
YEHELREE 20 .

L 7 HER & LTI, Surviving Sepsis
Campaign DR — L XR—IPBHIFSEN LY. 2D
campaign & European Society of Intensive Care
Medicine (ESICM), International Sepsis Forum
(ISF), Society of Critical Care Medicine (SCCM)
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RIS BOBEOFEAEML, 544 TR
FEW L BPTEL 5% WA €A LR HMIZ
2002 SE D SRR E NIz, FDR— A= T
HA KT VRIED, 4894 YABRCHE-72
11 OEEKRIBELZ &4 ORRMMNICERT S L)1
£ 72 sepsis bundle, TNOLDOERDOEEE
F v 0 ThOON—FRENEFTHY,
OCHHE, Sy ru—FuggtoTwnb, £
7=, EEAE WO RE B & 1A & 128 8T S sepsis
registry b7 -oCTHB D, EFIBEFEFEIZIZ, sepsis
bundle DT OHMEEZ AT H I LIC Lo Th
BT L DOBFER feedback LTWA, T, —
R OR—-IV LT, BREH LT T
Wa,

o ZFHEL, sepsis campaign DA% E
i, BHEMICKETAHI LI - THRILERED
ABEB LU, 28 HBEUHEMK T L2 &S
ShTnwa?
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4. A VI 4 VWET

=i A RTA AR D F
TSI F, ERABRERELLELTS. 20
28, HARITAL PIZHEGNRHLEVDRY,
I A FRECYUEITAENEI Lk s
TWwb, HEDELDOHA FF54 0 TlE, KETI
BEELCH LWEIRER Y Ahshbabon, Zh
PAOERIZOWTESH T H STV,
FRRHESE SN 7 4 = RSy 2 Qi LA A K
T4y OEMIYRSEETIL, B . BEoT
BRUBOLDIZLVLETH 5.

M #HAKNZ 4> O

1. 71 Fo4 v 0k

HARTA P REREICERIZER S
WEPE, FOHTAFIAVOHIZL-THY,
WA RT A HPEBIET B EREIC L - TEK
SNTVWE I ENRRHRTH LY. (ER B
B EBODHEIDTH-TH, EHICE
TAHERFTETRZEICE ERALTL S X
o,

PER, HAFT 4 OFMEICOWTIENL D
PHEIRDSH 575, MEHHOBEME TR THEE
i REL DFZFNIHEDCT, T4 KSAL 0D
ERETHFM T A2HEP/BEAETH -
Sz L, RLMEHEN TV L0
AGREE O #Fflis: TdH % (Table 2)¥*'. KIF T
DHEWHA NI L EPE, BEMERoa b
FRAGENHDLLLORE, FOEDTGEFW
R o720, HARRRTSVABENA KT
1 YEHMBEREES TN TV A HATER ST
EHi A DOBHRAA KT 4 OFETIE, &
BED LV ARIGRER A ELTETWAE T
EHE SN TV AY,

L L&A, 4 K54 oFiii, 18l
L BRI 720 TR, AROBTH 5,
WA RTA PICEBBBABTOENL, BHED ADL
RTFHEOBEFML, FoOEHELIMMINS
NETHL. INHOFMIIEHT A ¥ T4 VA%
RENPERFETH I LR, EBROFMAEMT
HHEZELDHY), EEERENTAROTA FS
42 Th, EBOTARFT4 VOEHEREOH
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MECHLTESEVELOP bR T 2d o
720 A NI CEFHTA%E, FA T4 Y
DIERFEOFME F A4 54 > OF DS
ETIIREHEAR 2D, WEEDTTERHLHE
N HY,

2. EPIBEIZEBHA VT4 o 0MEr
HARTA Gy 212800 g
DTHIULERIBIREOEFE L T+ 5 2 &
bTEBN, FAFSAUDBRONZEF Y A
PHER SN OTHIUE, T, EBROEIK
BEHA R A EDEENEORIEIT ) LD
HbhH. FDLHIZE, T — PREREL G
BEWLETHANIA VERTET S L2 ER
LA Tidh b,

HARTADOERERLHTARIAL L b8
WNE, BEO ADL R FHEOELOFHIL. 7
Y= PRAPENERTLH A BENRTH L
A, BHIEHE LD O, HIME OEFESET
H5bH. FLYEFOMERIERIFEOEROF %
BEEELIEIZLST, BHEAAL FS 4 VNE
THERE S, BREEOEEEIRT I ENTE
5. 72, Tryr—MREIDLIDVHOEV,

A RTA » EERREITOREEEOM, #4F
TA YNEDEROERE. 512, TOEROE

L BED ADL, FHROFM, v TiEH 4
F A4 OFHEAREL B .

L Lads s, MEFESGOERICH - Tk
TREREID RV, T, JEREHEY AT
LOBENLETH DD, THIIE KPR ER
HHAy b7 -2 W%y sy — (UMINE >~
y—) DAY —Fy MEFMET -5 v 5 —
(INDICE : http://indice.umin.ac.jp/) > X5 A
DHMATRMTERTE, T TIER2FE4H
BAEGDHS THIPEFHFRENTEY, ZOHAHM
HERIND, kiZ, H % ORI OB EAMEME T
LI ENBRROBETSH D, ZO0ITIE, Bk
NEZMEEL, /2 ANERSRETLELEYD
2, BRIKEE 7217 Tid 72 < clinical clerk % clinical
nurse 2 EEE L, EHAESHKEESIITZS Y
AT LEHI OB LETHE, HA T4 08
KAZE BB FHRUEDR T ZEETLLE R®
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Table 2. AGREE TOFMEIHE (WHk19. 20 & Y 51D
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HH
1 HA KT 2 ERORHBFEABIRERITYS.
2 H4FT4 L TRYED BR EOMBEFEARHICERSA TV,
3 EDEIBBEERRELLAL FI4 v THEPBHEMIIERIN TN S,
4 HAETA MR -T2, MRT2ETOEMES Vv — T7OREZ I
HoTnab,
5 BEOMBEHRPHEANTTICER IR TS,
6 HAFT A OFREIBHEICEREIN TS,
7 HAKITA v ORETHAMETHISRITENZE0H 5.
8 IEF Y RAERETLDISEM R JIESFHWLNR TV S,
9 LT AOEREESPIEICRB SN TS
10 HaEE T B H RIS REBR ST 5.
11 HRORTIHI-> T, BEEOME BHEH VRI7PEESATV S,
12 HBEEFNZERTHAIEF Y 2 L ONBHRSBIHETH 5.
13 HARTA POREIER-T, NBEESEINTWS,
14 HAFTA L ORETTREPFEEIN TS,
15 WA R TH Y, HEETE V.
16 BEHEORBITIE LT, TEA2MOBREIFHHISRINTHS.
17 ENDPEELEERPEBICATTONS,
18 RROLDOY - VHEREINT WA,
19 HROBHAIH 2> TPHENLHILE - B LOBBIHLOATVA.
20 HIZOBAIAE ) NN LB (KK BRI Tw5.
21 HARIAVIZEZ Y 07 - BEEDLODOERELREEITREINTVS
22 HARIAVIERBIIWLTESE»SHILL TV 5.
23 HARTA AER T V— T OFEOHENF LRI TV 5.
ZAREEA SRIZFINOGDT A FIA Y EBRIIAVLI I EEHERL I 57

*FHEHE D (E(HTRESGRY) ~4 GRAHTEE B) THMIT 5.

s boEBLEBELR YL EbLNS.
—MEBHE TR E BRIEILTLLLER VA
bLhzwas, ko2MHEEL JBELOFA K
FAVIZEOBVCHRSB L R a vy AL
Lo TR EN-BHEECEERHTE CH- 72
729, FNSOKRIED/-HIZ, B, [CLASS To-
kyo Study] & LTA ¥ —% v bEFHPL T
RO BHREREEFTAMELRBL TS
(http://class.umin.jp/).
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3. EEARIEIE, Bundle i2X B4 4 FI4 v D
B

SHBLHTAFTA VHRNBETRTOERDEE
RENGICLAEERFMT A LWL
B, HAFTA4 2 THRREE] 20, 20%
WORBECTHMT A I EIREINRTVS. 20
FBERIEEOIRRIL, H 1 F T4 e TOFEMIEA
H& L CHizkd AGREE TOHEE 21 12518175
NTVBYY H A FIA4 VICRRIEELRET
L, A RIA v OBFEPMET L L ENT



