A I AR B T % 5 (H 1R 2013 4E 8 148 7 455 16 51 Chin J Clinicians(Electronic Edition),August 15,2013,Vol.7,N0.16 + 7521+

JEE ik 9 25 4 i T R
WRS £5

P TR SRR T AR je oS 220, e A B b R B i
% (adrenocorticotropic hormone, ACTH) g s, S itk
PETREEEAE e E BRI R o IR I A o AR . B T
FEREIR CRZIARTE. kg L 7155 « B RS . Sl
FE EIHEEE, A SHIO IR . ORI —&IRIT T
A WSEE R U ST N 7R ] 11757 N 5 = D I Wl i) N NIEZSL 7 s b
FORME EROIR . T 290307 A — R H A RN IR T
7 BRI I T4 a7 IR AL, 5 H T D2 0T (E
MR B P E (B, EENENE) B
(9 A v 26 LA S JC3: 452 T ARG BT AR R i s ™, (H i
EHWRINRN, AR T Bk 2 i 70 1 25 U 2,
FEHIAST T — B2, BT CAB R M 2 ia 7 CE ) 7 —
AT AR o A SC T 2 45 T SR s X 25 e )7 g
FERAE AR SRR, VRIT IZIIRT o 4 R3S VR aEk
AR IR T 29 AR 5 L T A o e bkl ) s b
SRR SRS BRI R A . TR T ERATH S AT A 2

 AEF T AR I TR A1)

MR EEEN T F 4k ACTH i, SRR, 24
KR E IR T EEARE: ARKMBERLMEL. 25
JHe WA 7R 2 A1 bk S oAt

1 A KIMEZ: WEGIE (pasireotide B SOM-230) - i
Btk —FpAE KM # (somatostatin, SST) 254, il 54
KAMZE 24k (SST receptor, SSTR) 454, T A 4EHdIvE LY
#AEM. SSTRA SR, Hrb 1, 2, 4. 5 WA W60 iy
s, 3R EAT A MR, WSS M B T e T
WFIFERW, A2 ACTH R RiA 2 A SSTR WAL, 1LH SSTR2
5 R ACTH B 1 Br U, 7 dpels S BLAE 4 P 41 )
ACTH BEJEC5THI, SSTRS ¥t SSTR2 sl A H 2, X
Al REA2 Ry ACTH I 1A 58 £ 1) SSTRS, Jf: ELAA A Bl Bz I
WE 4T SSTR2 {13k, X SSTRS WIA = A 4 B, 4%
ZEH) SST 2l s ghfik) 5 SSTR2 454, Xt SSTR5
ISEFN ) — M, IR B R (M7 AN . ARG AN ],
WAL S SSTR5. 2. 3AI L WAL, JUHJE 5 WA, HAg el
J1B, AAAN S CAIE I LR N SRR ACTH B v ] i
APt ACTH 43 e pram Mu s i/, HAX P A -2 18]
M, 5y ab, P A A YR T A 5 A BE K1Y
Sy, S PR A PR P A Kk R ORI, T
HAIE S ER KR 1A A (K925 7 2%, Boscaro 5B 1 2 s i) 11

DOI:10.3877/cma.j.issn.1674-0785.2013.16.043

PE# Hifz: 100730 hIEBESARAGE AbatEbRIBE 2B bt B AT B R
AR}

JEIER: 3£, Email: xingbingemail@aliyun.com

JAIE RS, WU SR 39 138 R RSB  R I P Jos JB
Fredz 165 d Bz B H 2 ¥R 600 pg MMMHEG LG , 45 R R IA 76%
1) £ R 5 ) R Curinary free corticol, UFC) 7K1 F %,
Horh 17% B B A IEH . BOIAT BT T inE ke 1%
JRIGIBEHLACE 2 O TR, ZTFRANE T HR .
SRR R E TR HGEAT FARWBIT R 162 B, WENLEEZ
600 pg 5% 900 pg WASIK A T, & HPxIRrg: 12 A~ H.
g LRI AR 2 A H I, K B R A 1) UFC 7K
HB R BRI 60%, 2S04 A BARANAE —3 4 3 UFC /K°F
2 1E % (600 pug: 14.6%, 900 pug: 26.3%) , {HFTH i
AE R AR AR HB A T 28 £ -

T S SO T 5 1 1 e 7™ 1 A P A s OB X AT e R L
/b % 25 5 B0 R 25 1R 3 0% o LAt RS L IR R FH A RS
ORISR . BRAME TR FUER I, WF S AT Gl 3 ek
DAERKE RS AR -1 WKL, SBUERKMERE
il (K B

RPN ANSEIRIUE T, W ER KR RAIT R . Ak, BR
N2 LR AN 2012 4 4 O IE AR I B I T8 97 Jeik it
1T T AR BT AR R RN s s 1,

2. Z RS FE MM (cabergoline) : £ &2 —
FhEA Z MR LM RS Y, 52 Bk
(dopamine receptor, DRs) &6y, BRI IE o L 7 ik
FEWSAEM . DRs |2 A T IE T AL ) 43 Wb 20 23 F e 1408
W, JL 58 (D1~D5), 424 D1 2% (D1, D5) fil D2 2% (D2-4) .
D1 2852 AR USROS 2, D2 52 A I3 5 2 45 34 10
TEPERIOR H , 29 80%[1) ATCH fiii %34 DR, JLrp A D2 J 11,

RE MR T2 BRI F, wIHE ACTH 15k, S1k%
BT AR R R R AE L, 5 D2 Zhmga R
AW R SRR EAT Sy, ELAE I SO, BRI L
HHEIFT R ik, Pivonello 2518175 2004 4RI 45 20 491 ik
BHE 1~3mg FIREMAMIBYT, L3ANH, ZHRKIN 60%
M UFC A TR, o 40%00 S R IER . ik,
Pivonello 2 ik— L4 8 Ti%R %, I 1~7 mg/ K410
MIGIT 24 AN F, 453 20 B3B38 G 400 T 45 i B2 R 514
20% 1] i MR AR /N o BN B I WA R AWK IR, 40K
8 23 S T v L ROBR I o [ A T A SR ) e . oA — 28
T I R 56 A 995 191 4 25 0 IR REAIE 5K 1 = 22 A RORT 26 R 996 117
2, H D2 Rk BB IR, R AR IR T Rk R

H 7 26T 1R 22 MM 4 LI 1a) FBUAE T 00O I SRR A ]
PR, JUHORE ARSI N . A SCERIRE Ry
R ARG B AR R FE (>3 mald) R FE MRS S
IR R AR B LT (HEEERNH, R ML



7522+ A PR B )i 2 s (H TR0 2013 4E 8 48 7 4545 16 51 Chin J Clinicians(Electronic Edition),August 15,2013,Vol.7,No.16

BIFARK, mAFEAHET 0.65 mg/d, FIHIXIHEE A H
SR SN (IR 7/ MR N RV IS €7 K < SYeb A i)
WAL T R Sk, BOSR, (ARZA™
F=,

AR IRA I T BN TE KR 22 HprCdiFF 0 RAIE 56 - 22 f Ak
780 Atk

3. HAPREIs SR B S K /NI R 56 2
LR (Retinoic Acid) 7EFE ks B A R LF (97 2%, AL
VERIZD, BT R TI ACRI fE— 5 SEO S St A
WS 24k ¢ (peroxisome  proliferator-activated receptor-y ,
PPARy) FIBCAAFIING FE RS PUFIFEBNE (cyproheptadine) HAX
FEARAN S PR R ERAR 47, (BRI AR I P (7 AT B, L
A& AT BRI R E A, DR AN LA P T

L AERATE FR IS R A )

WS 230 5 H0 2 [ W e R T R VR, IS
TR ARJGH ™ E R RE & R, BT St
BRI G (A X S 2 I T A R I R
RA, R TR O E B RAYT . AR, L
TN

1. fidFEme (ketaconazole) : M EEMERE — R FL 254, W
T 2 RS R e 11B-FRAKEE . 17-F2KEER 18-5%
) R IR R A e SRl R E RS LY
Wi ACTH JIRa 4 e, 4] ACTH K™ /E. BRILLASE, iEaEMS
S5 S A0 MR T A A R 0 My A B 4R
JURARARL, PRI AE A A P W e s T EE R I, AR ACTH 7K
PARLACEE M A, 8 AMHSCI AR (1 A T B,
i VI T P TR (1 -85 2 gt e T ik 7000,

i e e = L (R I O g, BRIR YT i AR v 5 2 D)
WM. B4k, ZAWIE S GRS WMAERER, LA
Pk 2h R e,

2. FALEH Cmetyrapone) = AR 22 T R BRI A
a2, W LB-FRAAUEE, BRAC R REE K, (E TR I 2 il
L ACTH (K373 0ik, 350 b A A 3 e ] A 1) 5 s 284
Z . HLE R, I (16 FD TR, Atk fabadEihl
HAIE 75%. K (27 AN A HIA ) 83%, RIS
HIRINE R BT, TR R 2 T A e A

B E R D) e sl AT SR A R L T4 P ) oK e R, TR
. JCAbRIE GRS R 2 R 2 B o, Y
O FE TR SRR KB mis, BURCKR: . HAEAR
TG o T A P B A 5 VL g BT R L

3. At KFCUKEE Cetomidate) JA3 R4 IGTT 12 U Y — il
B2, Retda g 0 R, H T I AT
TR AN (R I PR SO R, s I 1 AR A 3L
WIS « RS A 25, Lk A th vl FH T AR AR AN R 1 s 1,
KAEIE (mitotane) I I 22 Fh 2R [ R4 e,  HIOGH & T AL
B FIRRIER, FEHTE BRI, X R AR A
A AR5 FZSIYAHLL, AR, FIERR, HARR
SR IETE, M LA G T AREAE IR VN R 2 4, XLt

B R T E R, S KEE (aminoglutethimide) 17
JIEL ) A A ZE s B, P SRR TP 7 A8 B, IR S T
e FF b P P B 25 AT . LCI699 A FUET Y 11-F4 1k
BEIEIFR,  H ArE e .

= BRSO AR U OKAERIE (mifepristone B
RU486)

KA W 5 0 R TR SRR R R A A,
FEREE S Z R M . B4, B H RIS R D fe .
KA =] R LI T K TR 220 (R AERRER, W g
AR R F1) S P I AR ORS00, ZExEvAYE (o Sty
TEREERANT 32D s T A AN IR 22y T IF AT 2 B
DRI BR) PR A8 R A e 52 KA w W Va7 JE AR & etz k4t
TKAERIEVGYT 24 h )5, S IR . ARZH R A3 i A o
A W E T,

L TZL DI A Z RS PUER R TR o xt B
FEREIEHNSRBER, S8 ACTH FY IR =, K
St BRI T A S R S o A D T R A A A B
Z A EEREASE TR SRR DR, AN B R A AT R
S SHE ERRIhAEAR A, M 2 R T R g AT L
SKAEENE 1) EEREEEZ . k. HErEs, &
TRTT I AR T 2 nT RS WO R B TR S A, AT R B AR
B M KR . FAME L B IR S LT E R
it = 231,

BT TS R A 26 0 LR D2 bR A R T TR 22
BIEVEAT TARIT (R o s 4.

My, Hib

1. GG FEMER K 132 4k (epidermal growth factor
receptor, EGFR) W&z MRUMNGHSGIM: HAEE)E (gefinitib) -
AR R ACTH IR 2318 EGFR, AR Jeft hik
PPk EGFR BRI HIA, 1T LU 24 B idg o pi 8 fy 3
J& (proopiomelanocortin, POMC) mRNA )ik LA ACTH (¥
Sy, FFRALIR AT I, AR 4 N
Fukuoda “SytiE 572 B 45 AR5 J2 T LAZE TR 6 LA o K
ACTH IR E, Wl LIRE/MH, BEAREE KR,

HARB RN KEHEAET: (1) FIEFE ACTH BG4
FIL EGFR, #ARE e X LA KA EGFR IR LRL.  (2)
W JEE B XS EGFR L858R S MR L LA AL, IXFh s ALTE
AR N il e L, 2R T TR A R R A A X R SR I AN
. (3 KNSR AT e SRR 5848, L 25,
TV 5 25 22 (W PR R0 ) 5 R R IR A Rk A 2 A R Tk AT
VAl

2. BRBEMERE (temozolomide) % Bk i & — b 1 AR (1) 5%
TORTZ, BENTRIN G S 54 BOS PE 25 0IE R W, 4] DNA
B8 5 SR I R R A B TR (R bR ¥R T ik, kA e
I T M T — S8R 28 M R AR (e PP A RZ) 30
AT Bl VA I T A IR (R0 91405 BRI 22 MR 2 202 60%.
MAREEF AR T8y B I 2 iR T JCRLR 28 ACTH Mgk
P, BB T e — BT AT R K MR, XA TR



A I AR B T % 5 (H 1R 2013 4E 8 148 7 455 16 51 Chin J Clinicians(Electronic Edition),August 15,2013,Vol.7,N0.16

« 7523 «

2 IS URAE SR

IR T ARA IR P s e = EEHIG YT 7 ik, AHIEAER AT
FEPE TR R 2543697 07 Tl AT TAR R . b4 I TR 1
(Vi s S5 S 2h) n EREE  PE JUics ()0 DR BRIV 4 ACTH JI9&
HEATRERNATY . 406 ACTH 73U R 4H NG 58, S A
TG AR R EGIRANR 2 fbk . el
FIS S A AR, RCR L. DU BB T (K 25
FEAE T BRI ST 5 A0, e P L P 25,
WRATAT RN, (XL 250 (1 R AR A 2 BRI E AT ST
F o 3ATHE BT aR S AR RS HURIRAR =) i LUK Hofth— 2255724,
WA e . BB AE, X S YAEYE AT ST A T
SEICR, (HIRTTEE R BEHLNUE 2 ot iR R ok
AEE.

Wz, A BATS PRI AR AL T AR AR, AR
SATBORIRZ A R 25t BB T AR SR TR AR &
B OGWR, BRERR. BBEEARG, AT iEr RN
BT ARIGTT 0 PETR I — 27k BATHUE X —RIR Rl
FPK.

& £ X W

[1] Tritos NA, Biller BM, Swearingen B. Management of Cushing disease.
Nat Rev Endocrinol, 2011, 7: 279-289.

[2] Alexandraki Kl, Grossman AB. Pituitary-targeted medical therapy of
Cushing's disease. Expert Opinion on Investigational Drugs, 2008, 17:
669-677.

[3] van der Hoek J, Waaijers M, van Koetsveld PM, et al. Distinct functional
properties of native somatostatin receptor subtype 5 compared with
subtype 2 in the regulation of ACTH release by corticotroph tumor cells.
Am J Physiol Endocrinol Metab, 2005, 289: E278-E287.

[4] Fleseriu M, Petersenn S. Medical management of Cushing's disease: what
is the future?. Pituitary, 2012, 15: 330-341.

[5] Gueorguiev M, Grossman AB. Pituitary tumors in 2010: a new therapeutic era
for pituitary tumors. Nat Rev Endocrinol, 2011, 7: 71-73.

[6] Batista DL, Zhang X, Gejman R, et al. The effects of SOM230 on cell
proliferation and adrenocorticotropin secretion in human corticotroph
pituitary adenomas. J Clin Endocrinol Metab, 2006, 91: 4482-4488.

[71 Ruan W, Fahlbusch F, Clemmons DR, et al. SOM230 inhibits insulin-like
growth factor-1 action in mammary gland development by pituitary
independent mechanism: mediated through somatostatin subtype receptor
3?. Mol Endocrinol, 2006, 20: 426-436.

[8] Boscaro M, Ludlam WH, Atkinson B, et al. Treatment of pituitary-
dependent Cushing's disease with the multireceptor ligand somatostatin
analog pasireotide (SOM230): A multicenter, phase Il trial. J Clin
Endocrinol Metab, 2009, 94: 115-122.

[91 Mancini T, Porcelli T, Giustina A. Treatment of Cushing disease:
overview and recent findings. Ther Clin Risk Manag, 2010, 6: 505-516.

[10] Petrossians P, Thonnard AS, Beckers A. Medical treatment in Cushing's
syndrome: Dopamine agonists and cabergoline. Neuroendocrinology,
2010, 92 suppl 1: 116-119.

[11] Pivonello R, Ferone D, de Herder WW, et al. Dopamine receptor

[12]

[13]

[14]

[15]

[16]

[17]

[18]

[19]

[20]

[21]

[22]

[23]

[24]

[25]

[26]

[27]

[28]

expression and function in corticotroph pituitary tumors. J Clin
Endocrinol Metab, 2004, 89: 2452-2462.
Colao A, Lombardi G, Annunziato L. Cabergoline. Expert opinion on
pharmacotherapy, 2000, 1: 555-574.
Pivonello R, Ferone D, de Herder WW, et al. Dopamine receptor
expression and function in human normal adrenal gland and adrenal
tumors. J Clin Endocrinol Metab, 2004, 89: 4493-4502.
Pivonello R, De Martino MC, Cappabianca P, et al. The medical
treatment of Cushing's disease: Effectiveness of chronic treatment with
the dopamine agonist cabergoline in patients unsuccessfully treated by
surgery. J Clin Endocrinol Metab, 2009, 94: 223-230.
de Bruin C, Feelders RA, Lamberts SW, et al. Somatostatin and dopamine
receptors as targets for medical treatment of Cushing's Syndrome. Rev
Endocr Metab Disord, 2009, 10: 91-102.
Labeur M, Paez-Pereda M, Arzt E, et al. Potential of retinoic acid
derivatives for the treatment of corticotroph pituitary adenomas. Rev
Endocr Metab Disord, 2009, 10: 103-109.
Feelders RA, Hofland LJ. Medical treatment of cushing's disease. Journal
of Clinical Endocrinology and Metabolism, 2013, 98: 425-438.
Feelders RA, Hofland LJ, de Herder WW. Medical treatment of Cushing's
syndrome: adrenal-blocking drugs and ketaconazole. Neuroendocrinology,
2010, 92 Suppl 1: 111-115.
Preda VA, Sen J, Karavitaki N, et al. Etomidate in the management of
hypercortisolaemia in Cushing's syndrome: A review. Eur J Endocrinol,
2012, 167: 137-143.
Castinetti F, Fassnacht M, Johanssen S, et al. Merits and pitfalls of
mifepristone in Cushing's syndrome. Eur J Endocrinol, 2009, 160:
1003-1010.
Chu JW, Matthias DF, Belanoff J, et al. Successful long-term treatment of
refractory Cushing's disease with high-dose mifepristone (RU 486). J Clin
Endocrinol Metab, 2001, 86: 3568-3573.
Fleseriu M, Biller BM, Findling JW, et al. Mifepristone, a glucocorticoid
receptor antagonist, produces clinical and metabolic benefits in patients
with Cushing's syndrome. J Clin Endocrinol Metab, 2012, 97: 2039-2049.
van der Pas R, de Herder WW, Hofland LJ, et al. Recent Developments in
Drug Therapy for Cushing's Disease. Drugs, 2013, 73: 907-918.
Fleseriu M, Petersenn S. New avenues in the medical treatment of
Cushing's disease: corticotroph tumor targeted therapy. J Neurooncol,
2013.
Wondisford FE. A new medical therapy for cushing disease?. Journal of
Clinical Investigation, 2011, 121: 4621-4623.
Fukuoka H, Cooper O, Ben-Shlomo A, et al. EGFR as a therapeutic target
for human, canine, and mouse ACTH-secreting pituitary adenomas. J Clin
Invest, 2011, 121: 4712-4721.
Gueorguiev M, Grossman AB. Pituitary tumors in 2010: a new therapeutic era
for pituitary tumors. Nat Rev Endocrinol, 2011, 7: 71-73.
Fleseriu M, Petersenn S. New avenues in the medical treatment of
Cushing's disease: corticotroph tumor targeted therapy. J Neurooncol,
2013.

Ofefia H i 2013-07-16)

RSOt D

MRS, R, ERABGHMETRE [JCD] . PRIBKREITRE: ®FHK, 2013, 7 (16): 7521-7523.



