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Abstract

Aims of this study are 1) to construct patient registry system and to create evidence to improve management in
intractable adrenal disease, 2) to construct biomaterial registry (biobank) system, and 3) to organize research
system and group for intractable adrenal diseases. Intractable adrenal disease includes several adrenal tumorous
diseases with incompletely understood pathogenesis and unestablished specific treatments. Adrenal tumors are
rare and therefore progress with regard to their diagnosis and treatment can only be achieved by combining the
efforts of researchers and clinicians from several institutes and constructing patient registry.

A target in the third year of this study was constructing patient registry system and collecting patients’ data.
We investigated patients’ data from medial record retrospectively in National Center for Global Health and
Medicine (NCGM) hospital and collaborative institutes. We used a paper survey system which we developed in
the first and the second study year. We constructed EDC system and created patient registry WEB-site for this
study simultaneously. An Electronic Data Capture (EDC) system is a computerized system designed for the
collection of clinical data in electronic format for use mainly in human clinical trials. EDC can increase the data
accuracy and decrease the time to collect data for studies.

Moreover we integrated data of “Pheochromocytoma resistry system in Japan (PHEO-J)” to our study
(ACPA-J). PHEO-J is national surveillance accomplished by Research on Measures for Intractable Diseases
Ministry of Health, Labor and Welfare in Japan (principle investigator was Mitsuhide Naruse). We collaborate
with Advancing Care of Primary Aldosteronism in Japan Study; Japan Primary Aldosteronism Study (JPAS)
(principle investigator was Mitsuhide Naruse) by Japan Agency for Medical Research and Development
(Practical Research Project for Rare/Intractable Diseases) and established a website of “Intractable Adrenal
Disease Research Project”.

The EDC system for ACPA-J contains data of 1. Clinidal background, 2. General investigation, 3.
Hormonal investigation, 4. Imaging findings, 5. Treatment, 6. Outcome. Pheochromocytoma/paraganglioma,
Cushing syndrome, subclinical Cushing syndrome, ACTH independent macronodular adrenal hyperplasia,
Adrenocortical carcinoma and nonfunctionning adrenal tumor were subjected. The EDC system for ACPA-J
opened in July 2017.

1241 cases from NCGM hospital and collaborative institutes have been resisterd until March, 2018; 192
cases of Pheochromocytoma/paraganglioma, 115 cases of Cushing syndrome (adrenocortical adenoma), 180
cases of subclinical Cushing syndrome (adrenocortical adenoma), 40 cases of ACTH independent macronodular
adrenal hyperplasia, 46 cases Adrenocortical cancer and 652 cases of nonfunctionning adrenal tumor (Table 1).

Herein we describe characteristics of patients of each disease.

Pheochromocytoma/paraganglioma
Data from 161 cases were feasible for analysis. Mean age was 52.5+17.4 years, 44% of the cases were male and
56% of the cases were female.

Patients without metastasis were 97 cases and with metastasis were 40 cases (unknown in 24 cases). Mean
tumor size was 45.0+35.2 mm. Of 161 cases, 88 cases (55%) were found as incidentaloma and 73 (45%) cases

were found by disease specific symptoms.



Cushing syndrome (adrenocortical adenoma)

Data from 96 cases were feasible for analysis. Mean age was 47.9+14.0 years, 91% of the cases were female. In
terms of tumor localization, 28 cases (29%) had a tumor in right adrenal gland and 51 cases (53%) had a tumor
in left adrenal gland, bilateral tumors were seen in 15 cases (16%) and unknown localization were in 2 cases.
This data showed that left tumor was more frequent. Mean tumor size was 25.4£10.8 mm in right tumor and
24.6+8.3 mm in left tumor.

Morning ACTH levels were undetectable in all cases, mean morning plasma cortisol level was 17.1+4.8
pg/dl, diurnal rhythm of plasma cortisol was disappeared in all cases. Plasma cortisol level after 1mg
dexamethasone was 17.4 4.5 ng/dl and after 8 mg dexamethasone was 18.4 4.5 g/dl.

Mean body mass index was 24.65.6, 77% cases had hypertension, 40% cases had glucose intolerance,
60% cases had dyslipidemia. 80% cases with hypertension, 25% cases with glucose intolerance and 50% cases
with dyslipidemia were treated medically, respectively. All patients had adrenalectomy. After surgery, all

patients had steroid replacement therapy with duration of 3-120 months (median; 16.8 months).

Subclinical Cushing syndrome (adrenocortical adenoma)

Data from 179 cases were feasible for analysis. Mean age was 59.0+14.2 years, 35% cases were male and 65%
cases were female. 56 cases (31%) had a tumor in right adrenal gland and 93 cases (532%) had a tumor in left
adrenal gland, bilateral tumors were seen in 26 cases (15%) and unknown localization were in 4 cases. This data
showed that left adrenal tumor was more frequent as well as Cushing syndrome. Mean tumor size was 23.0+9.3
mm in right tumor and 23.4+9.8 mm in left tumor.

Morning plasma cortisol levels showed 2.2 to 28.4 (12.1£4.0) pg/dl. When we set an upper limit of
reference value of plasma cortisol level to 18 pg/dl, plasma cortisol levels were less than 18 pg/dl in 146 cases
(94%) and those were more than 18 pg/dl in 10 cases (6 %). Plasma cortisol levels after 1mg dexamethasone
were 1.1 to 23.3 (17.4=£4.5) pg/dl; less than 1.8 pg/dl in 4 cases (2.4%), 1.8 to 3.0 pug/dl in 15 cases (9.1%), 3.0
to 5.0 pg/dl in 53 cases (32.1%), more than 5.0 pg/dl in 93 cases (56.4%). Plasma cortisol levels after 8 mg
dexamethasone were 1.0 to 26.4 (7.2£5.3) ug/dl; less than 1.8 pg/dl in 5 cases (4.7%), 1.8 to 3.0 pg/dl in 18
cases (17%), 3.0 to 5.0 pg/dl in 24 cases (22.6%), more than 5.0 pg/dl in 59 cases (55.7%). Morning ACTH
levels were 1.0 to 48.0 (9.3£8.2) pg/ml; less than 10 pg/ml in 105 cases (66%) and more than 10 pg/ml in 55
cases (34%). Midnight plasma cortisol levels were 2.5 to 21.0 (7.8 £3.6) pg/dl; more than 5 pg/dl in 114 cases
(79%), less than 5 pg/dl in 30 cases (21%). 100 cases (56%) had adrenalectomy, and 87 cases (87%) had steroid

replacement therapy after surgery with duration of 7 day to 72 months (median; 6 months).

Table 1
Number of cases

Oct 30,2017 Mar 31, 2018
Pheochromocytoma/paraganglioma | 176 192
Cushing syndrome 110 115
subclinical Cushing syndrome 180 180
unknown of CS or SCS 20 (delated)
ACTH independent macronodular | 3¢ 40
adrenal hyperplasia
Adrenocortical carcinoma 45 46
nonfunctionning adrenal tumor 596 652
cancelled 4
Total 1169 1241




ACTH independent macronodular adrenal hyperplasia

Data from 34 cases were feasible for analysis. Mean age was 57.5+7.4 years, 55% cases were male and 45%
cases were female. Of 34 cases, 1 case was found by Cushing feature, 14 cases showed subclinical Cushing
syndrome and were found as incidentaloma. Mean tumor size was 24.4+14.2 mm in right tumor and 30.3+£19.3
mm in left tumor.

Morning ACTH levels in subclinical Cushing syndrome were 7.315.9 pg/ml; less than 10 pg/ml in 11
cases (79%) and more than 10 pg/ml in 3 cases (21%). Mean morning plasma cortisol level was 12.433.6 pg/dl
and mean midnight plasma cortisol level was 7.3 3.4 pg/dl. Diurnal rhythm of plasma cortisol was disappeared
in 9 cases (64%). Plasma cortisol level after Img dexamethasone was 7.3£6.1 pg/dl and after 8 mg
dexamethasone was 8.5+5.5 p g/dl. 13 cases (38%) had adrenalectomy; laparoscopic surgery was performed in
11 cases and open surgery was performed in 2 cases. 4 cases had right adrenalectomy and 6 cases had left
adrenalectomy and 3 cases had bilateral adrenalectomy. 6 cases had steroid replacement therapy after surgery
with duration of 7 day to 25 months (median; 12 months).

Adrenocortical carcinoma

Data from 34 cases were feasible for analysis. 16 cases (47%) were found by disease specific symptoms (e.g.
Cushing feature, virilization, etc.), and 14 cases (41%) were found as incidentaloma. Mean age was 54.5+15.5
years, 47% cases were male and 53% cases were female.

In terms of tumor localization, 17 cases (50%) had a tumor in right adrenal gland and 11 cases (32%) had a
tumor in left adrenal gland, and unknown localization was in 6 cases. Mean tumor size was 80.4+£27.6 mm in
right tumor and 72.5+£34.9 mm in left tumor. Steroid hormone production was found in 20 cases; cortisol in 10
cases, male hormone in 1 case, cortisol and male hormone in 6 cases, cortisol and aldosterone in 3 cases.

According to ENSAT tumor staging system, 1 case in Stage I, 8 cases in Stage II, 10 cases in Stage III, 10
cases in Stage IV, no case in Stage V. Metastasis was found in 17 cases; lung in 11 cases, liver in 12 cases,
Iymph node in 3 cases and vertebral bone in 5 cases. Of 34 cases, surgical information for primary tumor was
obtained in 24 cases. 7 cases had laparoscopic surgery, 17 cases had open surgery. Pathologically, Weiss scoring
system showed less than 2 points in 2 cases (8%).

Incidentaloma
Data analysis in our database showed high frequency of incidentaloma among functioning adrenal tumors.
Incidentally discovered tumors seen in 53% cases in Pheochromocytoma/paraganglioma, 37% cases in Cushing
syndrome (adrenocortical adenoma), 59 % cases in ACTH independent macronodular adrenal hyperplasia and
58% cases in Adrenocortical carcinoma.

PCC/PG (n=139) CS Cp=100

AIMAH (n=34) ACC (n=36)

9% /

Our EDC registry system of Intractable Adrenal diseases is established with collaboration of multi-institution for

Incidentaloma
53%

37%

Conclusions

the first time in Japan. Reality is one of big obstacle for study for intractable diseases. Therefore, registry system
is necessary to creating high quality evidences for improvement of management of those diseases. We are going

to apply new grant next year to maintain and expand our registry system.
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T D 6 FEFITUTRIZ AT T A FHEREIED TOI, AT a4 REREEOHIFIZ 7 B~25 7 H,
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%5 97 24 65 5 13 51
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FpH (11-81) (23-74) | (22-85) (44-82) (33-62) | (28-85)
MR (5 ) 1:1.1 1:22.8 | 1:2.2 1:0.7 1:3.3 1:0.5
e I E 68. 0 83. 3 72.3 80. 0 38.5 96. 1
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IR IZ BT 10 RIS S 7= HHEPER B R B O RIS & IEE URRAT L7z, R HArsET
RGBT DY TV = AT v TIEGRT TSR CEARR AL S - RIS S (RS B3 E)

BTS2 PAENRa VT Y —VEEAZGT 256 LERSN D, AUE TITIER. FERE.
M, EHRRIEO AR LT, LDIEREORIE Y A7 I GG T2 EnHontiol, &
RNPEO2ERA T, BIBMBEIIEDIE BIY 1992-1996 4E0 290 7> 5 2003-2007 4E0> 1829 I 2
LTCWBZEMmbY T U=y o o TIEEREOME ) s, HEEOMNINEE EEZ LT
T, FLTHHBIEED IV T 27V = by v v TIEGREOZMEEICET AU —F 0 7 71—
7 HARND WSRO TIZ 2012 DAL BT, 7 ks O BRI IE 530 floT —Z N— 2% 5
%kbfﬁ%mgﬁﬁkﬁﬁwwaﬁéwﬁbtﬁ ZDFZEPEDKFEIAT - TV, ABFZE TIE
HFEFEIC LV ERBEOBIRT — X 2 INE L, 125 LI Wik ER & Bl o B 2024 1% % REE
THILEEEET A,

3. B

1) Yhiak 231 2 GHEF OEFRTE R 2 A L, B IERARMRATERIE (Electronic Data Capture ;
EDC) v AT L% HAWT Web OB L U A F U ITHGE L,

2) 2017 10 A K% TIZ NCGM 8 L UL [FIRFZEHIERR > B B dk S AL 7 BEAPERI B R BIEFIEEE 1169
Bl (5 BYUFERIER] : 7 v U TIEGERE - T 7 U =T v v TIEWGERE 47 5], AIMAH 13 51, &
R 5 B, JERSEEMERESS 107 ) ThoTm, ZDOH, BT V= b v TREGERE SR
E LT, WA SN WD aF Y — Vo WeE & sl 2 H H B L OMUHA PHEIC >V T
Mrit=,

3) TILF YV — LAy

BTV =HNT 2 TIEGERE 179 B, AR IIE) 59.0414.2 5%, B 35%., £t 65% Th o7z,
S B KB 23.649.4 mm T - 72, 100 6 (56%) TR fifT S Cuiz,

R a /LT —/ il 2.2~284 pg/dl (12.14.0)  (RHEIE 23 D728 156 Fl TEdT) | Rz
V= VIER EIREA 18 1 g/dl L% GE L CRME DT 21T > 7o, Rl F > —/L 18 1 g/dl Kiiii 25 146
Bl (94%) . 18 g/dl LA LD 1061 (6%) Th-o7- (K1) ,

F XY AKXV Img WiEER (DEX1) #haLF Y —/UE 1.1~233 pg/dl (6.7+4.2)  (KHIfE 14 41
D72 165 BITEHT) . DEXI1 22 /VF > — b 1.8 Kiiins 4 i (2.4%) | 1.8~3.0 AKfiiAs 15 61 (9.1%) .
3.0~5.0 Kiiti 23 53 #1 (32.1%) . 5.0 LLEAN 93 5l (56.4%) Th-o7- (K2) ,

F XY ALY 8mg MR (DEXS) 1% 2 /LF YV —/LH 1.0~264u g/dl (7.2+53)  (KHME 73
B D 7= 106 B THEHT) . DEXS % /LT —)L 1.8 Kiiii A 5 1] (4.7%) | 1.8~3.0 A3in3 18 451 (17%) |
3.0~5.0 Kiiti 2y 24 #1 (22.6%) . 5.0 LLEA 59 f5il (55.7%) Th-o7= (K3) .



Fig] ACTH fH 1.0~48.0 pg/ml (9.3%8.2)  (KiHIfiE 19 FlD 7= 160 il THEHT) . ACTH 10 pg/ml A
23 105 651 (66%) . 10 pg/ml LA A3 55 651 (34%) To W ACTH 23] & 41TV DIEFI A K% 15 8D
7= (K4 .

KW aNTF ) —/VAE 2.5~21.0 p g/dl (7.83.6) (RIMIE 23 FlD 7= 144 FITREHT) . KE = VT
—L S ug/dl LL B2 11461 (79%) . 5ug/dl A3 30 1 (21%) THY ., HNEEINHER L TV DIE
BIMKEZ DT (K5) .

4) R#EIHE

BMI 1% 22.943.5, SOHEIT 65% DIEFNZ LT, 27% OREFIZMTHEREERE | 50% OREFNEE 257
iE 2 BTz, il ESEG] OFEPIEH L 90% ., MHHHERE B OFPNERIT 47% . IEE R EIE O EWIR I
52% THIAT ST\ e, M, MPERERT | IFERFEOREL o/ F Y — VEEE, &H =T
V' — /Ui, DEXI1 #% D a/LF Y — VEIZIZBEZ RO R Do 7z,

4. F&0

TN =ANT v TREGEREOZKIEEOR AT RIE B IZOWTART — Z N — 2B EIEF] D =
VT — VS WREDBUR A AT LTz, A41%. P2k RICAe L, BWAEO R Y2 RGET 2 7
ETHD,

1 REjaLF ) — dE

W 18 g/dl R
O 18 u g/dl BhE

X2 DEXI # 2 L5 — LA 3 DEX8 = /LF V) — Ui

-

-

W 5ugd Ul

B 3.0~5.0 u g/dl Kiiis
1.8~3.0  g/dl Al

O 1.8 g/dl A

4 HE] ACTH 5 WL F Y —

—

W 5y d bk
O 5 g/dl At

B 10 pg/ml Kiif
0 10 pg/ml LAk
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DK BEAA RT7A L OEN LICET A - 15EE, RETRICET 287 208IH, 2)
BB NA AN O, 3) NAF Y V—RERWZIER - SHEOMRI, Friz 72zl - InEIEOR
TN FTREZR M EIRHI OREEE A B L 35, HHAMERIEREEOEB L UA MU — 28 L, il e2 i
. VBRIEICET 2 12 CQ ORI B R IEIEMOINE L a3 2, BARRIZIR, B2 EERER
et o Z —JEbe (NCGM) 38 K OWFZE I 1R 12 35\ Tl 25 10 AR RRER S 7= SRR MR R E B o
DIRERENEET D, A HFSE I MR AE (52 418 o M A/ 5 A AR S M e e 2 3 A AT 21T o 7o, 18
0 R fE E ph R B AR I XA R . B, BhER. RVF. RBIEMEEIMEZR & ORHEREERZ 2L, T b
DIEGEEZZBITR A SN D, Loy LEBRITIIFRIED BRIERD e WEHA S ILEA S, F T2 FIENR
FARHER SO DRI LR SN A B Z V0, SHITK10%IE 7T a— AT I VIEEAER TH
ISR TH D, ZHD OREGNIARREM: S MEE S L CTREFICH VI IER CRIBMERES & L
THAEND, Alal, BEE e ok B/ 55 Aok R A e & S {4 1) € A e /2% o AR 5 iR BB oD B R
BIZHOWTHT 21T o 72,

2. kA

Y 23T 2 3 SIEG ORFIR TG 2 A L, BRI HINEE (Electronic Data Capture ;
EDC) A7 L% HWT Web EOFEBL VA MU —(Z8EE LT, 2017 4 10 H K E TIZ NCGM B LW
SE[RIRF TR % 7> D Bk S UTZIEBNIEE 1169 Bl Tdh o 72, 2D 5 b 18R/ Sl iEIc >
THHT 24T - 72,

) 0 R R A R B L 161 1], Y 4E R 52.5+17.4 7%, B 1E 78 1] (44.3%) | &1 98 1] (55.7%)
Tholz, BBEAH L TORWEER 97, #5842 LTV DAER 40 6] (RHIME 24 1) | FEB R
1% 45.0£35.2 mm TH o7z, 161 BT, 18 A e fi/ 5 w08 B fa s | 2 AR 20 e 2 52 & MBI s &
U CH RS TSEF] (FEAEMRE) 725 88 5] (55%) . FAERV7ZEME A2 2 L2 ORSA H A TG A A S
AVIER] (FEWERE) 23 73 B (45%) Th o7z, BHEFEREOFEIL 59.114.9 5%, AIEBEREOFHIE
50.614.5 % CHIFFIC 2= AR DR Do T, BREERE OIEF AL 44.5£30.8 mm, AIEMERE O IEEE I 45.4
+40.2 mm THBEZAEZBO R Do T2, BREGEREO GG OHEME L& T 62%., MHFEEE R % 30%.
NEEL B HE 37%. AIEMERE DA OFESE B XS ILE 72% ., MHBEEERE 37%. NEE B HIE 33% T
FREICEETROD o T2,

M7 FuF U ATEEERE 0.25+50.51 ng/ml, AIEMEEE 0.78+2.80 ng/ml, MmH /L7 K1)V v
IREESE R 1.961+2.95 ng/ml, AIEMRE 4.10+26.82ng/ml THY, 7 RKLFVU o JAT RLFY &
BICHBZT 2o N EEGERE TR O N RS-, RET FUF U A3 EERRE 119.1+
229.0 pg/H., AUEMGRE 87.7E191.0ug/H. R /LT RLF U X EIERRE 6652110641 ng/H .
FIEMERE 1143.5C14918 u g HTHY . 7T RLF U, JAT FLF U v b bICHBECHEAITR) -
Too IRHA Z X7V ATEEMBRE 1.3553.40 mg/H  AYEMERE 1.3943.03 mg/H CHIFHICHAEZ01 72 <,
JRA 7 VA B3 T7 ) AT IEERE 2.2473.81 mg/H . AAEMGERE 3.6554.48 mg/H T 0 MEERE T
Th o7,

) (I BN A R BB OB T a2 — VT S DX A FIET R ) v oREfE, 2T R
LT U OHREME, 7 R U 2T RV QTG BT a— 7 I VIEEEND DN,
INGDH A T OBREITIEGER & AIEFER TELRD R T,



EgaRo)

ey M 5 peh e A 0D 55 % 1 X RF IR 7R B IRIE e 2 22 S B EIEIG & L CRA S Tz,
FEMRRE D 60% 2 @il AR 7225, Ry e BRRIEM 2 2 S W oo ARRBMEm L E & L TR ST
Wz, Btk AT —HN—2A%fEM LT, BEEME M G RO AR 7 U — =
THEZOWTHRANTDTETH D,

K BERERRAE & A REMRRE O BRIR R R

e AT FE R

JiE 15155 88 73
JESEE (mm)  * 44.5+30.8 45.4+40.2
KA OHE

EiE (%) 62 72

MAERE R E (%) 30 37

NEEAEERE (%) ) 37 33
*O- 15 AR Y A 7

BEREMERE L AEBRED IR A Z R 7 U 45 H]

100 R AZ X7 Y (mg/d) 100 1 JRA ) VA Z 7Y v (mg/d)
® o
10 7 I 10 7
1 I i : 1
o
0.1 1 0.1 7 o
o
0.01 0.01

HEAE e AE R HEIE A A R
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1. WFEERE ik

HAVERISRBICBIT S 1) KEBEL YA N —OELREaR— hOER., ERSNIZT—ZIC
DS BIETA RTA4 L OEIM EICET A - 0L, RETRICET L T U 208IH, 2)
BB NA AN 7 OREEE, 3) NA AV VY —RERWIZIREA - RREOMEI, B 722l - 1eEIE OB
TN FTREZRFFERTHI O Z BN L 92, HHAMREIEREBOEB LV VA MY — 2 L, Kid/e2W
B, IRFEICET 5 12 CQ DOfFRICHLERZIEIGMONE LM T 5, BARMICIX, ESLERREE
ot o Z —JFEbe (NCGM) 3 K ORI IFER 2BV Tl & 10 AR RRER S 7= SRR MR R BR B o
DIRER A NEET 5, ARG C I3 ME (5 18 € A I B 5 e R T H e 2 et RS HRMT AT - 72, 18
M AR E I 7 2 — AT I VAR TH Y . @ T 2T X U IE O TFE T AE
EEEH)BEBERTATHS, Lo, mH, RPLVTa— 7 I 03 E A TH A L AR, KA
WX DEEBMMAKRE < BOMIEIE/ R E RO W 20 v A THEORENRIETH 5,
ST HRAIFGEE B 1348 M fa e PR A R E I O W R IC BT 5 U — X v U UL — T R B RN W
SHRBDO TSNS B Fiag Wi ER 2B L7223, OB UHEDORGEIFIT - TV e\, AR Cridt
FIRFFEIC L 0 EREEEORET — 2 2 IUE L, 185 LWL ER L B 0 B2 O 42 BEEd
HZEEBEIEET S,

2. PR

Y 23T D SIEF ORFIR G 2 A L. BRI AE#INEE (Electronic Data Capture ;
EDC) A7 L% HWT Web EOERBL VA MU —(Z8E L7z, 2017 4 10 A K E TIZ NCGM B LT
SE[FRFZE % 7> B B gk S NTIEBNTE 1169 Fl TH > 72, 2D 5 b 1AMl fE/ bR i aiE I >
THENT 24T > 772,

eyt M R e/ B R A 1 161 51, SR04 52.5+17.4 1% 1 78 1 (44.3%) | £k 98 4l (55.7%)
Thole, BBEEA L TWRVER 97 i, 85824 L TWHAER 40 B (RHEIME 24 ) THY | Kix
MRS 2 A L TR 97 Bl OJF SIS RT O T — & Z Mt Uiz, NEEEIT 40.3£31.0 mm Tdh -
77

M7 R U 0% 0.01~18.63 ng/ml, HHAH 0.06 ng/ml, 0.64+2.29 ng/ml TH 7=, MfH /L7 K
LU 1% 0.03~40.23 ng/ml, FHRAE 0.84 ng/ml, 2.79+5.16 ng/ml TH-7=, RHFT7 KLF U 13 0.9
~1186.8 ng/ B, H Al 26.4 ug/ H | 129.74232.9 ug/ H TH - 7=, JRHF /LT K LF U 2% 12~4340.0 pg/
H. FJufE 285.0 pg/H. 709.34915.5 ng/ H T o7z, IR A Z X7 U 15 0.01~27.6 mg/H . " JfE 0.25
mg/H, 1.59+3.28 mg/H CTh o7z, JRF I NAVAZ X7 Y 2 050.07~22.1 mg/H, FIAE 0.87 mg/H .
2274327 mg/H TH -7z,

INOOEFOHFIITH T a— T I VIFEABENEG END LB X DN, KRAE A
YEMELL EOJEFNC BT 21T 572, M7 R LU U 0.10 ng/ml LA, M /47 KLy
VIR 0.5 ng/ml LAT, IR FLJ U CHAEE 10pg/ HELT . R 2 vT R U o BEHEE 120pg/
ACLF, IRTPAZ R T U CEEMEE 02 mg/ HLL T, IR/ VA Z 37 ) B 0.3 mg/ H L FIZERE L
776

M7 R U o HRHEELL EORERFIE 40 1, 0.11~18.63 ng/ml, HfE 0.49 ng/ml, 1.63+3.54 ng/ml
Thote, M/ VT KLU L EOERFE 66 5], 0.50~40.23 ng/ml, H1JfE 2.20 ng/ml,
6.48+7.01 ng/ml Th o7z, R T F LTV U BAEMELL EOFERNZ 77 #1], 10.8~1186.8 pg/H | H1 Il 38.7
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ERRD)

ey o f i/ B AR IR IS I 1T 2 0 T 2 — v 7 I B KOV ORBIED THL A XX T Y
Sy IEEE_EIRFIFREE 7> & SLYE(E_EER DK 40 fiF £ TIRFEPH 220 2m LTz, 5%, KT —2
— ZADFAGOMIEIEF OB T 2 — VT I R EE LT ONHMHEN TH LA X X7 Y 24y % %t R

ELT, BNy NATHEOREIZET 2MFE2ITI TETH D,
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R VT KLy v <120 ug/H 124.0 4340.0 340.0 1523.4+1045.2
JRFA BT Y <0.2 mg/H 0.22 27.6 1.41 3.95+4.48
R I VA BZ X T <0.3 mg/H 0.32 22.1 1.10 5.05+4.03
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