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Abstract. Heat shock protein (Hsp)90 serves as a chaperone
protein that promotes the proper folding of proteins involved
in a variety of signal transduction processes involved in cell
growth. Hsp90 inhibitors, which inhibit the activity of critical
client proteins, have emerged as the accessory therapeutic
agents for multiple human cancer types. To better understand
the effects of Hsp90 inhibitors in cancer treatment, the present
study reviewed 15 published phase II clinical trials to investi-
gate whether Hsp90 inhibitors will benefit patients with cancer.
Information of complete response, partial response, stable
disease, objective response and objective response rate was
collected to evaluate clinical outcomes. Overall, Hsp90 inhibi-
tors are effective against a variety of oncogene-addicted
cancers, including those that have developed resistance to
specific receptors.

Introduction

Tumors are one of the most common lethal diseases worldwide,
with 14 million new cases diagnosed annually. They are also
the leading cause of mortality worldwide, causing 8.2 million
mortalities annually, as reported in the World Health
Organization World Cancer Report 2014. Although cytotoxic
chemotherapy has revolutionized the prognosis for patients
with most tumor types, survival remains dismal as a whole
and exploring the novel therapeutic approaches is required.
Considering that oncoproteins serve a pivotal role in tumori-
genesis, molecular target therapies in different types of tumor
have been more and more crucial and promising.

The molecular chaperone, heat shock protein (Hsp)90,
serves an important role in the formation, stability and function
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of the proteins involved in cell growth and survival signaling
pathways (1). The ability of Hsp90 to chaperone protein
kinases or transcription factors is dependent on the binding
and hydrolysis of ATP at its binding domain (2). Accordingly,
multiple mitogenic pathways may be inhibited by synthetic
inhibitors of the Hsp90 ATPase activity, including 17-allyl-
amino-17-demthoxygeldanamycin (17-AAG), ganetespib,
retaspimycin HCI (IPI-504) and BIIBO21 (3-7). Evidence of
the activity of Hsp90 inhibitors was shown in vitro, and animal
models of different types of tumor and numerous clinical
trials were performed to search for novel treatments against
tumors (8-12). The present study summarized 15 phase II
clinical trials using Hsp90 inhibitors and found that the lack
of efficacy of Hsp90 inhibitors in these initial phase II studies
may be due to the treatment-associated toxicity limitation,
accounting for insufficient dose of drug or infrequent schedule
of administration, which in turn leads to inadequate inhibi-
tion of target proteins. Additionally, the clinical activity of
Hsp90 inhibitors suggested a potential cancer therapy against
a variety of oncogene-addicted cancer types, including those
that have developed resistance to specific receptors.

Methods and materials

Identification of eligible studies. PubMed (http://www.ncbi.
nlm.nih.gov/pubmed) was searched using the search terms
(last search updated 10™ December 2015) ‘Hsp90 inhibitor’
and ‘cancer’ with no limitations. In addition, another search
strategy was also performed using the terms ‘Hsp90 inhibitor’
(limited to humans), ‘clinical trial’ and ‘cancer’. Information
found on the ClinicalTrials.gov website (www.clinicaltrials.
gov), a registry and results database of publicly and privately
supported clinical studies using human participants performed
worldwide, was also reviewed. All relevant publications were
reviewed and duplications of articles from the two search strat-
egies were eliminated. The articles in reference lists were also
hand-searched for potentially relevant publications. The search
was performed by two investigators. Any disagreements were
resolved by consensus with the involvement of a third author.

Inclusion criteria. All human-associated studies, regardless
of tumor types, were included once they met the following
criteria: Malignant tumor, monotherapy with Hsp90 inhibitor
or Hsp90 inhibitor combined with other antitumor drugs,
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histological confirmation, relatively stable administration dosage
of Hsp90 inhibitor and sufficient data of clinical outcomes.

Data extraction. Two investigators extracted data independently
andreached aconsensus on all items. For each study, the following
information was collected: First author, year of publication,
country of the first author, the number of total and evaluable
patients, median age, gender, cancer type, stage, prior treatment,
name of Hsp90 inhibitor or other combined drugs, dose regimen,
median cycle of treatment, clinical outcomes, including the
number of patients who achieved stable disease (SD), partial
response (PR), complete response (CR), objective response (OR)
or progressive disease (PD). Other evaluation data, including the
median overall survival (OS), progression-free survival (PFS),
time to progression (TTP) and response of duration (DR) were
also collected. For studies including different tumor types, data
were extracted separately by tumor types if there was enough
information in the text. Additionally, the studies mentioning
genomic alteration were extracted separately to investigate
if Hsp90 inhibitors have the ability to overcome resistance to
receptor-specific targeted treatments.

Results

Literature search. A total of 1,261 published articles were
identified from PubMed and 1,110 duplicated and unrelated
articles were excluded. Within the remaining 50 publications
related to clinical trials, articles were excluded if adminis-
tration dosage of Hsp90 inhibitor was not stable; all Phase I
studies were excluded for this reason. Therefore, a total
of 15 articles were eligible for assessment in the present study.
Of these 15 articles, 9 mentioned that genomic alteration were
extracted separately, as discussed later.

Due to the heterogeneity of patients, Hsp90 inhibitor types,
regimens, clinical settings and a large variety of outcome
measurement used in these trials and pooling of data for
meta-analysis was inappropriate. The results were, therefore,
summarized qualitatively.

Study characteristics. Details from 15 eligible trials published
between 2006 and 2014 were analyzed in Table I. All first
authors were based in the USA. The number of patients in
these trials ranged between 11 and 99, with the median age
between 51 and 68 years. A total of 10 types of cancer were
described in these 15 trials, including breast cancer (13-16),
ovarian carcinoma (17), peritoneal carcinoma (17), multiple
myeloma (18), renal cell cancer (19), prostate cancer (20,21),
melanoma (22,23), colorectal cancer (24), lung cancer (25,26)
and gastrointestinal stromal tumor (GIST) (27). The majority
of patients had received prior therapies and had metastatic or
recurrent diseases at baseline.

Treatment administration. Details of eligible trials with
an Hsp90 inhibitor were noted in Table II. The majority
of Hsp90 inhibitors were tested in trials of mono-
therapy: 17-AAG (13,19,20,23), ganetespib (15,24,25),
IPI-504(21,26)and BIIB021 (27).There were alsotrials of combi-
nation of Hsp90 inhibitors, 17-AAG (14,17,18)/TP1-504 (16),
with other anticancer drugs, including cytotoxic and molecu-
larly targeted agents.
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The majority of Hsp90 inhibitors were adminis-
tered by intravenous infusion. For 17-AAG, the dosage
was 50/175/220/340 mg/m? on days 1, 4, 8 and 11 of
a 21-day cycle; or 300/450 mg/m? on days 1, 8 and 15 of
a 28-day cycle; 154 mg/m? on days 1, 8 (1,9) of a 21-day
cycle; 450 mg/m? weekly. For ganetespib, the dosage
was 200 mg/m?on days 1, 8 and 15 of a 28-day cycle. For
IPI-504, the dosage was 400 mg/m?* on days 1, 4 8 and 11 of
a 21-day cycle or 300 mg/m? weekly. Treatment with
BIIB021 was administered as a 600 mg dose twice a week
or 400 mg three times a week. The median cycle of each treat-
ment was summarized in Table II.

In trials combining an Hsp90 inhibitor with other drugs,
three added the molecularly targeted agent trastuzumab/bort-
ezomib to 17-AGG or IPI-504, and one added the cytotoxic
drug gemcitabine to 17-AGG (14,16-18). The median cycle of
each treatment was summarized in Table II.

Clinical outcomes. Response criteria were used, as defined
by the Response Evaluation Criteria in Solid Tumors (12-15,
17,20,22-26), the European Group for Bone and Marrow
Transplantation criteria (18), the Prostate-Specific Antigen
Working Group (19), the NCI Prostate-Specific Antigen
Working Group (21) and the EORTC guidelines (27).
Overall, Hsp90 inhibitors are effective against a variety of
oncogene-addicted cancer types, including those that have
developed resistance to specific receptors.

Of the 15 trials that used Hsp90 inhibitors, OR was observed
in 7 studies, with ORR ranging between 0.04 and 0.22,
demonstrating that in tumors driven by client proteins are
hypersensitive to Hsp90 inhibition at the currently deliverable
doses and schedules (14,15,17,18,25-27). Modi et al (14)
demonstrated that 17-AAG is effective in advanced
trastuzumab-refractory human epidermal growth factor
receptor (HER)2-positive breast cancer. In that previous study,
the OR was 22%, the clinical benefit rate (CR + PR + SD)
was 59%, the median PFS was 6 months and the median OS
was 17 months. Consistent results were observed in metastatic
breast cancer (MBC) that used ganetespib as a single agent,
the clinical benefit rate (CR + PR + SD >6 months) was 9%,
median PFS was 7 weeks and median OS was 46 weeks (15).
Socinski et al (25) found that ganetespib showed encouraging
single-agent activity in heavily pretreated chemotherapy
patients with advanced non-small cell lung cancer (NSCLC) that
harbored anaplastic lymphoma kinase (ALK) rearrangement.
Sequist et al (26) observed the identical phenomenon in the trial
using IPI-504. Among the three patients with NSCLC harboring
the ALK rearrangement, which progressed following epidermal
growth factor receptor (EGFR) tyrosine kinase inhibitor (TKI)
therapy, two had PR and the third had prolonged SD. OR
was also observed in trials that used 17-AAG combined with
gemcitabine (17) or bortezomib (18). This was also observed
in trials combining IPI-504 with these drugs (27). The authors
hypothesized that an Hsp90 inhibitor performed the action
efficiently by degrading the client proteins, including Chkl,
proteasome, c-Kit and platelet-derived growth factor receptor o.
The results mentioned above were relative to oncogenes,
and therefore, the present study extracted trials using the
Hsp90 inhibitor in tumors harboring genotype alteration to
explore whether the Hsp90 inhibitor has the ability to overcome



MOLECULAR AND CLINICAL ONCOLOGY 5: 326-334, 2016

(Z=u) uorsnyiad quiI paje[oS]
(¢=u) Jua3e pajasre] A[IR[NOJ[OIN
(¢=u) Aderoyjounwy

(z=u) Aderoygjorpey

(¢1=u) Adezayioway)D

(€0) (p1=w) A1931ng oneISEIN BWIOUR[IN 9/8 09 GID 1 TI0T ‘v 42 Kaord
(z0) (6/s=u) Aderoyioway) AI/III 93e1g BUOUB[OIN e/l GS/99 «6/9) S1 800T ‘I 12 N[0S
(syuaned jo Auiofewr)
Adeioy) [euowsoy JUB)SISAT
(12) (S1=u) Aderoyroway) -uonensen de)sold 61/0 09/5°89 «(ST/¥) 61 110T ‘17 72 4O
(f1=u) uone[qe ussoIpuy
(z1=u) Adeioyy uoneipey
(¢1=u) Adeiaypoway)
(02) (g=u) AwoloareIsold ONEISEIN de)sold 0/8T 89 GST) LT S00T ‘v 12 YesH
(0/z=U) [euourioy 1o Aderayjoway)
(z/11=u) Aderoyjounwwy
(¢/p=u) uonerpey
(61) (L/g=u) AwoyoarydoN ONEISEIN [euoy 91 89 o(8/21) 0T 900€ ‘7P 12 usuuoy
(11e) Adeioyoway) A10y001]01 BWOAW
(81) (81=u) 1.DS-101d 1o posdejoy odny 871 ¢ A9/8/8) TT 010T ‘1P 32 UOSPIBYOTY
juoysisrod [eQUOILIdg
(Ln (gz=u) Aderoyroway) 1o pasdejoy UeLIBAQ ¢c/0 6'69/89 (T 1/11) 62 T10T ‘1P 32 UOSYOLIPUSH
(T1e) Aderoy) qewnznjsen Jnje)seIoW 10
on (1re) Adexaypoway)y pasueApe K[[ed0] isealdq ga/1 139 9¢ €10T ‘1P 12 IPON
(z1=u) Adeioy) qewnznjsely,
(99) (1re) Adexaypoway)y ONeISeIN isealdq /0 59 (€/€1/9) T Y10T ‘1P J2 1oAY
(11e) Ade1oy) qewnznysely,
1) (gz=u) Aderoypoway) ONeISeIdN jsealq 0¢/1 €S (LD 1€ T10T ‘1P 42 IPOIN
(11e) Adeioy) [euowioy JnejseloW 10
(€D (1re) Aderaypoway)y pasueApe K[[ed0] Isearg 11/0 S GL) 11 T10T ‘v 12 10UMIRD)
(s (syuaned -ou) Juswean I0Lg snjels ad£y 100ue) (orewrdy (s1e2K) Joquinu [8)og, Ieok ‘sioyny
Joreur) o3e
I9puan) UBIPIIA]

SOTISLIg)ORIRYD JUaneq

W
QE
o>
a5
=
&=

30)1qIyuI ()6dsH ue Sursn s[ers Jo sonsuaoeIey)) T 9[qeL



https://www.spandidos-publications.com/10.3892/mco.2016.963
https://www.spandidos-publications.com/10.3892/mco.2016.963

329

WANG et al: EFFECTS OF AN Hsp90 INHIBITOR IN TUMORS

"9[qEB[TRAR JOU ‘YN ‘9SOP SNOUIABRIUI ‘(A] SIONQIYUI ISBULY dUISOIA] ‘ST, {SIOWN] [RWONS [RUNSAIUTONSES ‘LSO
¢103dooar 10308 ImoI3 Tewroprde uewny YHH <103dooar uoFonsd YH :103dacar 10308 ImoI3 [ewrapido Y {OHH BWOUIdIRD [[90 [BUAI ‘DD 1ooued Sun| [[99 [[ews-uou ‘) TDHSN Juepdsuen [[90 wajs ‘DS
*Pa1BAN-[9XBIII0P 10 dALRU-AdRISIOWYD JO SIUNRJ, "SV U 10 YO 2dA1-p[im pue Sy ueinw ‘Y A0H Jueinuw jo adA1qng; 100ued 158a1q 9AnR3ou o[din pue (+)z-YdH ‘(-)Z-¥dH/(+) ¥4 Jo 2dAigng,
AV g ueinw 10 2dA1-piim yim syjudned, “eiep suimoroy a1 03 Ajdde ose yorym ‘O Arepided 10 1104od DO [[99-1BI[O Ul PI[[OIUD SUANRJ, " W/SW ()G 10 G/ [ ‘ObE Yim 93esop Jo sdnois aa1y) ojut
POPIAIP 1M SJUdNR ], “BIRp SuImo[oJ a3 03 Kjdde os[e yorym ‘jou 10 suiqeirowss 01 2msodxa 100109 ‘sdnoid 0m) ur pa[[0IUD $IUNRJ, *SIWOIINO [BIIUI[D JO JUWSSISSE dY) 10J J[QISI[D sjudned Jo 1oquunu Ay [,

(T=U) qIuUIO[IU (4/]=U) qIUdeIOS

(Lo (Ire) qrunruns ([[e) qrunewy K1opderyey LSID 6/71 6S €C €10T ‘P 42 uosyIqQ Sl
(Ire) SPILL 4494 (OTOSN)
(90 (1re) Adesay orusiskg AL/€III 23e18 dun 8¥/8C 9 9L 010€ ‘Iv 42 3smbag 1
(OTOSN)
(59) (11e) Adetoy) orualsAs AV/dIII 93218 dun TS/Ly 19 s(99/L1/51) 66 €10T ‘I 12 BIsuI00g €l
(9 :2dKy-prim
SV Wi siuaned) YIDF-DUY
(79) (1re) Adexraypoway) ONEISEIIN [€393I0[0D) 9/11 8¢ LT Y10T ‘1P 12 33913D) Cl
(s (syuonyed ‘ou) Jusunean Ioug NN od£y 100ue) (orewdy (s189K) Joquinu [B)0], Ieok ‘sioyny ey,
Joreur) oge
I9puUdD) UBIPIN

SOTISLIg)ORIRYD JUanIeq

"panupuo) ' AqeL,



MOLECULAR AND CLINICAL ONCOLOGY 5: 326-334, 2016

%BL61/6°S/CE]
SYooM 9T 18 eI SHd

8
a
)
:

PUBLICATIONS

sqpuowr 8°8/0° [ 1/1°L SO 9[akd (OTOSN)
spuow 8°1/6°'1/6'1 -Sdd ~ 9¢/L/L - 9¢/9/9  ¥0°0  +/0/0  0/0/0  ,#/0/0 VN Kep-gz © Jo G pue § ‘| skep QAT ;W/SW (0T qidsajouen Sung ¢l
%I1L -SO Yuou-9
syuowt 1°G :SO 9[04kd
spuow 9°1 :Sdd -~ VN pC 0 0 0 0 VN Kep-gz v Jo G| pue g °| skep QAT [w/Sw 00T qidsojouen  [e30210[0) Cl
skep €T :SO 8 € 0 0 0 0 01 Ayoom QAT (w/Sw Ogt DVV-LI BWOUBRN Il
VN VI I 0 0 0 0 asop ¢ (S1949 409m-8/9) APPaM QAT W/SW OSt DVV-L]  PWOURPN 01
PI0Ad Kep-17
VN VN I 0 0 0 0 C ©JO [[ pue g ‘¢ ‘| sAep QAL [W/SW 00f Y0S-Idl ~ 91eIs01d 6
%1L :SO yruow-9 9K
sqpuow g1 :dLL €I I 0 0 0 0 C Aep-8z © Jo T pue g *| skep QAT [W/SwW 00¢ OVV-LI apeIsoId 8
9[0Ad Aep-1¢
sqpuow 9'1/¢°¢ :dLL VN -S/6 0 0 0 0 VN ©JO [] pue g ‘T sAep QAL W/3w 07T DVV-LI [euoy L
J[okd
Aep-[z e JO [ pue § ‘[ sAep uo ,w/Sw ¢'[ qIuIozauog BWOAW
VN VN 01 10 af 0 (4 VN + qruiozayioq snfd “AT w/Sw O0G/SLT/0%€ +DVV-LI o[dnin 9
91045 Kep-1¢ ® Jo (s9[0£o yuanbosqns
JO § pue [ sAep) / Aep uo auIqe)IoOwWw3
squow 9 1/£°¢ :dLL "AT,W/3W )G/ + $9[0A0 Juanbasqns Jo 6 QUIQRIIOWDD  [BAUOILID]
squowt ¢*81/6° 11 SO 11/L <y 00 1/0 0/0 1/0 S E/Y pue [ sKep ‘g pue | sAep uo "Al ;w/Sw G| +DVV-LI UeLAQ S
(Anua Apnys 03 Jo11d sypom {< sem Aderoy
qewnznjsen 3se[ asoym sjuaned 10y 3y/Sw §
JO 9S0p [enul) SYoM ¢ ATOAD "AI SY/SW 9  qewnznjser,
VN VN 91 0 0 0 0 3¢ qewnzmsen snid jaam “Ar wy/Sw 00g Y0S-1dI isealg %
Yoom 9% SO J[0kd
S¥eom £ :Sdd VN 1/9/0 600 0/C/0 0/0/0 -0/2/0 VN Kep-gz v Jo G| pue g °| skep QAT [w/Sw 00T qidsajouen Isealqg €
skep /1 A Apmys yuasaxd
syjuout /] :SO 9y 03 Jo1id sAep [g< sem 3Y/SW 4 JO ISOP  qRWNZNISBI],
suow 9 :§4d - 11 o  TCo 9 0 9 VN [enur) AP[eam "AT 3Y/SW 7 + AL W/SW O¢y  + DVV-LI Isearg (4
syauow O] SO 9[0Ad Aep-1¢
puont [ :S4d 4 € 0 0 0 0 C ©JO [[ pue g ‘4 ‘| sAep uo qA[ ;W/3uw Ogg DVV-LI isealg I
(uerpaw) SI9YIO ad as WIo MO MDD NMd SO[OAD UBIPIIN owiga1 asoq Snig odfy oue)y el

SOW0INO [BITUID)

UONEISIUIWIPE JUSW)BI],

*10)1qIyUI ()6dSH pasn Jey) SOIPNIS 9y} JO SAWOIINO [BITUI[O PUB UOIIRIISIUILUPE JUSWIBAL], ‘T] 9[qeL,


https://www.spandidos-publications.com/10.3892/mco.2016.963
https://www.spandidos-publications.com/10.3892/mco.2016.963

331

WANG et al: EFFECTS OF AN Hsp90 INHIBITOR IN TUMORS

-oseury ewoydwA|

onserdeue YTV {DH urofwidselar ‘(G-1d] ‘uroAweuep[o3Axoyjwap-/ [-ourwe[A[[e-,L] ‘OVVY-L] ‘91e1 asuodsar 9An0a[qo “YYO <osuodsar 9ano3[qo YO <oseasip aarssaigord ‘qqd ‘oseasip dqels ‘s
cosuodsar renred ‘¥d ‘osuodsar ao1dwos YD :103dodar 10308 Y3moi3 Tewropido uewny ‘YHH 103dooor ua501s9 “YH BWOUIDIRD [[90 [RUAI ‘DY ‘9SOP SNOUABIUL ‘(JA] ‘SIOWN) [BWOMS [BUNSAUIONSES
‘LSID <190ued 3uny [[90 [[ews-uou ‘) THSN ‘uonernp jo asuodsar ‘Y ‘o[qe[reAe Jou ‘YN ‘ssa13oid 03 own ‘d L1 ‘[BAIAINS [[BIQAO ‘SO ‘[BAIAINS 921J-U0IssAIS01d ‘S d "BLIOILIO 104D pue [ SIDHY Aq pae
-N[RAQ, (BLINLD [HJ-DdA Aq paren|ead, :2dA1-piim YTy pey judned duo pue juswasurLieal YTy pey siuaned om) ‘smels YTy 10J odK-piim Sy pey studned da1y) ‘smieis Sy 10] ‘suoneinw Y409
pey 1uaned ouo pue adA1-plim Y4OH pey siuaned 1noj ‘snels YAOH 104, ,W/SW Gz JO S0P © 8 pajie)s judned pI[oIus Ise] Y ‘siown) [ewons 1O yim syuaned ur (06-1d] JO [eLn deredas v ur 9sop w
/3W 00F Y3 18 PIAIISQO SANIOIX0101edAY 01 AN(], "101BINSIAUL AU} AQ PISSISSE 1M SINI[RLIOW OM] 0) NP W/FW ())E JO ISOP PIONPAI Yy “#(0S-Id] JO SISOP 0M] ISBI[ T8 SUIAIIOAI PAUYIP Sem [ 9[0AD; “BIRp
Surmorog oy 03 Ajdde os[e yorym ‘suonEINw SV 10 YJDH OU PuE SV JUEINW YO Iueinw jo odLiqng, “erep Surmoyjoy oy oy K[dde osfe yorym ‘OENLL Pue (+)¢-ddH ‘(-)g-¥dH/(+) ¥4 Jo 2dLigng,
‘suoneINW AZ[D SV A YPIM S1udned, “e1ep Sutmorfoy ayy 0 Ajdde osfe yorym ‘1oyoo DOy Areqided oy woiy syuaned 9Ay pue 10yod DY [[99-183[0 9y) woiy sjusned suiN], dnois asop jw/Sw G/ 1 Y}
ur ¥d Jo siuaned om) pue dnois asop ,w/3w (¢ ) ut ssuodsar [ewrurw Jo jusned suQ, “eiep Suimoqoy ay) 0 Ajdde os[e yorym Jou 10 SuIqeIOWSF 03 2Imsodxa 19ylaym sdnoIs 0m) Ul PI[[OIUD SIUdIR,

9[0Kd Kep-gz ® Jo

¥/9 Yoom ' sown a1y "o'd Sw O syuaned 11 9[0Ad
skep g¢1-6z:¥A VN (/¥ cro ¢ 0 (7513 VN Kep-g © Jo yoom e 201m) "0'd Sw (09 siwened 71 [zodIld LSID Sl
skep 0z1 ¥Md (OTOSN)
spuow 98'7:Sdd VN 81 LO0 S 0 S C P10k Kep-Tz © JO 11 pue § ¢ °1 sKep QAT W/SW 00  +0S-1dI gun 1
(uerpaw) S1YIO ad as WO MO D Md SO[OAD UBIPaIN awirdar asoq Sniq odAy oue)y el

SOWO)NO [BITUI[D)

UONEISIUTWIPE JUSW)BAI],

"panunuo) I AqeL



MOLECULAR AND CLINICAL ONCOLOGY 5: 326-334, 2016

-oseuny ewoydwA| onsejdeuy YTV 0 101dodar 10J08] YIM0IS paALIap-19[ale[d ‘VIAIDAd ([DH uoAwidsejar ‘40G-1d[ {uroAweuepo3Axoyjwop-/ [ -ourweA[e-, |
‘OVV-L] el asuodsar aA10a[qo “YYO suodsar 29and[qo YO oseasip darssai3ord ‘qq ‘aseasip d[qels ‘s :osuodsar [enred yq osuodsar a3o1dwod YD SIONQIYUT ASLULY dUISOIA) ‘ST, T01dooax
10308} 3MoI3 Tewropido uewny “YHH 103dooor ua3omsd YH sIown) [BWONS [BUNSAIUIONSES ‘[ SO Ioourd 3un| [[99 [[BWS-UOU ‘D) TOSN ‘uoneinp jo asuodsar Y o[qe[reae jou ‘yN ssaigoid o}
own ‘JLL {[BAIAINS [[BISAO ‘SO ‘[BAIAINS 3IJ-UOISSAIZ01d ‘S d “IUSWOTURLIEAI YTV YIIM SIUSNRJ, “SIN[BA URIPIW I8 BIBP URIPIJA], “douanbas adA1ousg 01 Surproooe 1ojeredss Aq pajeredss eiep ayJ,

($1=u) smjels uoneINW
umouyun ¢([=u) uonenw
LI 10 VId4Ddd

(z=u) quunoyu Pa19319p ou :([=U) qrur-jruns
{(T=U) qQruoyeIOS UONEINW G UOX Y :(L=U) pue qrunewr o)
VN (0] S 0 €C quunruns ([[e) qrunewy uonejnur 11 uox9 L3 ISURLIEINEN (9) rcodird 4!
VN (¢/z1=u) (paSurLrear/pim)
VN/syuowt 98¢ 0/ TV (C1/97=w) (ueinw
SYIUOW 16°¢/98°C €/es/ ¢/10 00/0 (Ire) L /PIIM) SV I (8T/0F=U) OTOSN
SQPuow 9/°¢/98'C :Sdd VN ¥9/01  /€l/y  0/0 oL “(I1e) Adesoyy orwalskg (ueinw/piim) JYIOH AI/III 931§ 70S-1dI 1T
I0ued
(11e) qewnzmsen 1SBAIq d1e)SeIdW
VN VN 91 0 0 9T ‘(11e) Adesoyroway) (1re) (+)2¥dH 10 PAOUBAPY v0S-Idl 0l
Suow [°6 :SO %1% :SO (edKy-piim SV Aderoy ¥10q (OT=u) JuBINW SV  I9OUED [£}0I0[0D
puont-g sqpuow 9'1 :Sdd VN /0 0/0 0/0 LT -nue :([1e) Adeseyoway) (9=0) pIim SVIN JneISEION qidsojouen 8
(€=u) DANL
SYM 9% :SO (Z1=u‘(+)7¥dH) qewnznsern (g1=u) (+)299H JOOURD 1SBAIq
S¥Pm £ :Sdd VN 1/9/0  0/2/0  0/0/0 (44 ‘(11e) Adesoyrowray) ((9=0) (-)zddH/(+)¥d OnEISeIdN qidsajouen L
(99=u) suonenw
%BL6L/6°S/CE] SHPM 9] SV 10 ¥4DH ou
e el Sid (Y1=u“YJDd uenuw) 3L, (L1=0) SV Y wenw OTOSN
SQPuUoOW 8°1/6°1/6'1 :Sdd  9¢/L/L  9T/9/9  -¥/0/0  0/0/0 86 “(I1e) Adesoyy orwalskg (S1=U) Y404 ey AI/III 931§ qidsajouen 9
(6=U) V9 H009A BuIOUR[IW
VN I I 0 0 Sl (6/s=u) Adexapoway) ((9=u) AV g 2dK-prim oneISEION DOV-LI S
sKep /+1 A I90URD JSBAIq
syuow /[ :SO (Ire) qewnznjsen AI0joRIJOI-qRWIN  qBWNZNSel],
squont § -SAd IT 01 9 0 GGLO1E “(gz=u) Aderoyroway) (Ire) (H)TYAH ~ -ZnIses) paoueApY +DDV-LI 4
(1=u) qrunedey {([=u) JooURD JSeAIq
sypuout O] SO qeUINZIORAQQ (][€) [RUOWIOY (0=u) (+)2¥4dH onejsejoul I0
quowt [ :SHd 1% € 0 0 (11 ‘(11e) Adesoyrowray) (=) DANL  PpadueApe A[[ed0] DDOV-LI 1
(,) s1PYO ad as dMd MO e0], Ldeioyy o1 ad£Kjouan snje}s Jooue)) Sniq [BLLL,
Lsuodsoy

&z
o>
23
MU
e

‘uonjero)e drwouds Suriogiey sIown) ur pasn I0)1qIyur 06dSH ‘TII I9eL



https://www.spandidos-publications.com/10.3892/mco.2016.963
https://www.spandidos-publications.com/10.3892/mco.2016.963

WANG et al: EFFECTS OF AN Hsp90 INHIBITOR IN TUMORS

resistance to receptor-specific targeted treatments. The results
are shown in Table III.

Additionally, trials that failed to achieve OR are also
summarized in Table II. The lack of efficacy of Hsp90 inhibitors
in these initial phase II studies may be due to treatment-asso-
ciated toxicity limitations, accounting for insufficient dose of
drug or infrequent schedule of administration, which leads to
the lack of adequate inhibition of target proteins.

Discussion

Hsp90 is a chaperone for a wide variety of signaling proteins,
many of which serve an important role in tumorigenesis,
including HER2, EGFR, Akt, c-RAF, BRAF and re-arranged
ALK (28-33). Loss of Hsp90 function leads to ubiquitina-
tion and degradation of these proteins, causing cell growth
inhibition, apoptosis of tumor cells and antitumor activity
in preclinical models (8-12). These preclinical observations
have prompted the clinical assessment of Hsp90 inhibitors in
various tumor types.

The present review summarized 15 phase II clinical trials of
different types of tumor and found that the Hsp90 inhibitor may
be a potential agent against tumors via the inhibition of intended
client proteins. Modi et al (14) and Socinski et al (15) have
proved the antitumor activity of 17-A AG and ganetespib, respec-
tively, for patients with HER2-positive MBC which progressed
following trastuzumab administration. Notably, p9SHER?2 is
an Hsp90 target that is degraded by Hsp90 inhibitors (28).
Furthermore, trastuzumab-resistant models with overexpres-
sion of p9SHER?2 are sensitive to Hsp90 inhibitors. Sustained
loss of HER2 and p95SHER?2 expression, and inhibition of AKT
activation with regulatory administration of Hsp90 inhibitors
resulted in apoptosis of cancer cells and inhibition of tumor
growth. Data from previous studies of NSCLC show that lower
concentrations of Hsp90 inhibitors may be required to inhibit the
expression of echinoderm microtubule associated protein like
4-ALK compared with mutant EGFR, all of which had previ-
ously received and acquired resistance to lines of chemotherapy
or EGFR TKIs, respectively (25,26). Additionally, induction
of small cell histological changes or epithelial-mesenchymal
transition may have been present in certain cases and may have
contributed to the lack of durable clinical activity for patients
with EGFR mutations with Hsp90 inhibitors (29).

Tillotson et al (30) revealed that Hsp70 may be a biomarker
for predicting the antitumor activity of Hsp90 inhibitors (30).
Furthermore, the authors demonstrated that response
to Hsp90 inhibitors is correlated to the extent of down-
regulation of client proteins, which relies on occupancy
of Hsp90 (30-33). Inhibition of Hsp90 may induce bort-
ezomib-triggered apoptosis, even in drug-resistant multiple
myeloma cells, due to upregulation of plasma Hsp70 and
downregulation of proteasomal activity (18). Although partial
downregulation of Chk1l was observed after 17-AAG adminis-
tration, the 17-A AG/gemcitabine combination showed limited
anticancer activity in patients with advanced epithelial ovarian
and primary peritoneal carcinoma, probably attributed to
insufficient downregulation of client proteins, including HER2,
insulin-like growth factor 1 receptor, insulin receptor, Akt and
c-Raf, at currently used doses (17). Accumulating evidence
has suggested that the interaction of client proteins with the
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Hsp90 chaperone is a multifaceted process, with certain
kinases forming stable heterocomplexes with the chaperone
machinery and others forming more dynamic complexes that
are more readily disassembled, and in which the client is more
modestly ubiquitinated (34). These differences may contribute
to the hierarchy of sensitivity of clients to degradation.

Thelack of efficacy of Hsp90 inhibitors in these initial phase IT
studies may be due to the treatment-associated toxicity limitation
accounting for insufficient dose of drug or infrequent schedule
of administration, which leads to the lack of adequate inhibition
of target proteins. Although overexpression of Hsp72 and low
expression of Hsp90 were detected, the client proteins, including
HER?2 and cyclin-dependent kinase (CDK)4 depletion were not
consistently detected in patients with metastatic melanoma (23).
The lack of objective tumor responses is consistent with what
has been reported in hormone-refractory prostate cancer (20)
and in renal cell carcinoma (19) using lower doses of 17-AAG.
No significant changes in interleukin (IL)-6, IL-8 and maspin
in metastatic, hormone-refractory prostate cancer with 17-AAG
may lead to failure of prostate-specific antigen response (20).
Preclinical studies have demonstrated that both suppression of
client proteins within 24-72 h and sufficient administration of
Hsp90 inhibitors are required to induce antitumor effects (35).
At the time of the posttreatment biopsy (median, 44 h
after dose 1), an increase in Hsp70 levels and a decrease in
cyclin D1 levels were detected (22). These findings, together
with the observation of changes in RAF-1 and CDK4 at 24 h
in another study (32), suggested that transient decreases in raf
kinases, phosphorylated-extracellular signal-regulated kinase-1
and CDK4 may have occurred. However, these changes in the
components of the mitogen-activated protein kinase pathway
were not sufficient to cause tumor shrinkage. Clinically, frequent
dosing schedules have been restricted by the toxicity observed
in patients. The death of two patients with castration-resistant
prostate cancer, treated with IPI-504 at a dose of 400 mg/m? on
days 1,4, 8 and 11 of a 21-day cycle, was a result of drug-related
events of hepatic failure and ketoacidosis, respectively (21).

In conclusion, only tumor types driven by client proteins
that are hypersensitive to Hsp90 inhibition will be susceptible
to the effects of Hsp90 inhibitors at the currently doses and
schedules. The present review summarized 15 phase II clinical
trials using Hsp90 inhibitors and found that Hsp90 inhibi-
tors may be a potential cancer therapy against a variety of
oncogene-addicted cancer types, including those developing
resistance to specific receptors.
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