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Introduction. Cushing’s disease (CD) represents 10—12%
of all pituitary adenomas and is seen predominantly in women,
with a female-to-male ratio of 8:1. Although most patients with
ACTH-secreting adenomas present with benign, small tumors,
some have invasive macroadenomas. Rarely, nonfunctional
pituitary adenomas (NFPAs) may gain secretory function, but
there have been a few case reports of metamorphosis to CD.

Case report. We report the case of a 59-year-old female
diagnosed in 2007 with a NFPA and panhypopituitarism. She
had two transsphenoidal surgeries and Gamma Knife therapy
and started replacement treatment with levothyroxine 75 mcg/
day and prednisone 5 mg/day. The postoperative course was
favorable and imagistic follow-up between 2007—2014 showed
progressive reduction of the residual tumor and empty sella.
From personal history we note noninsulin-dependent diabetes
mellitus,  postmenopausal  osteoporosis  treated  with
bisphosphonates. In January 2015 she suffered visual loss on the
right eye. Pituitary MRI showed supra and parasellar tumor
recurrence of 27/24/17 mm, infiltrating the right side of the
cavernous sinus, extending around the right internal carotid
artery and optic nerve, compressing the optic chiasm. In March
2015 a third transsphenoidal partial excision of the tumor was
performed and in August Gamma Knife therapy was repeated.
The histopathological examination was consistent with a pituitary
adenoma but immunohistochemical staining for ACTH was
positive, with Ki-67 25%. She had no non-specific cushingoid
features. Laboratory test: glucose 116 mg/dl, HbAlc 7.5%, FSH
3.34 mIU/ml, LH 0.585 mIU/ml TSH 0.044 mclU/ml, FT4
1.13 ng/dl. Prednisone replacement therapy was stopped and
CD was confirmed: 8 AMcortisol 13.3 mcg/dl, 23 PMcortisol
11.3 mcg/dl, ACTH 70.2 pg/ml, 8 AMcortisol after 1 mg
dexamethasone overnight 13.8 mcg/dl. Ophthalmic exam:
blindness in the right eye, slightly decreased visual field in the left
eye. Pituitary MRI 8-month postsurgery revealed a 28/31/28
mm invasive tumor. We started treatment with Cabergoline 3
mg/week and recommended closely biological and imagistic
follow-up, hoping for a good response to radiotherapy.

Conclusions. Our case stresses the importance of regular,
lifelong follow-up of patients with NFPAs. Chiloiro et al have
reported that pituitary adenomas with Ki-67 >1.5% have a
higher risk of recurrence. Although the characteristics of
patients with CD have been well known for decades, the
diagnosis and management of this disease are often challenging.
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Benenne. bonesnr Muenko—Kymmura (BUK) cocras-
nset 10—12% Bcex aneHoM runodusa, XeHIUHBI 60JIEIOT B 8
pa3 yaiie, 4yeM MYXYUHBI. Y OOJBIIMHCTBA IMALIMEHTOB C
AKTT -cekpeTnpyOIMMA afeHOMaMHM BCTpEYaroTcsl A00po-
KauyeCTBEHHbIE MaJIEHbKME OITyXOJIM, OJHAKO B HEKOTOPHIX
CTy4yasix BCTpPEvaloTCsl WHBA3WBHBIE MakpoaneHOMBL. Penko
HedyHKMoHUpyomue ageHoMsl runoduza (FHAID) moryr
MpUOOpPeTaTh CEKPETOPHYIO aKTUBHOCTD, OMMCAHO BCETO He-
CKOJIbKO ciiyyaeB nepepoxaeHusi B bUK.
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Kaunumeckuii cayuaii. Mbl ipencTapisieM KIIMHUYECKUH CITy-
Yaii XXeHIIUHEI 59 jiet, y kotopoii B 2007 r. 6bu1a Beisinena THAT
W TMAHTUIONUTYUTapu3M. Eit ObIIM BBITOJHEHBI IBE OIEPaLMA
TpaHccHEHOMTATEHBIM TOCTYIIOM M TePartisi rTaMMa-HOXOM, TT0-
c/le Yero Havara 3aMecTUTeNIbHas Tepamnusl JEeBOTHPOKCHMHOM
75 MKT/CyT ¥ IpeAHU30JI0HOM 5 Mr/cyT. [1pu nocneornepaimoH-
HoM HabmoneHuu ¢ 2007 o 2014 r. oTMevanoch 06;1aronpUsiTHOE
TeUeHNE B BUE MIOCTECTICHHOTO YMEHBIIIEHUSI Pe3UAyaTbHOM TKa-
HU ¥ (OPMHUPOBAHMM CHUHAPOMA <«IIyCTOTO» TYPELIKOTO Celjia.
VY nalyeHTK B aHaMHe3¢ MHCYTMHHE3aBUCUMBIN CaXapHBbIiA -
abeT, MoCcTMeHoMNay3aJIbHbIi OCTEOIopo3 Ha Tepanuu ouchoc-
¢onaramu. B sHBape 2015 r. oHa moTepsiia 3peHue Ha IPaBOM
rnasy. [Ipu MPT rumocusa BeISIBICH peLIMAMB CyIpa- 1 Tapa-
CEJUISIPHOM OITYXOJIM pazMepoM 27X 24X 17 MM ¢ MHOWIbTpaLAeit
KaBEepPHO3HOTO CHHYCa CIpaBa, PacipoCTpaHEeHUEeM BOKPYT Tpa-
BOM BHYTPEHHEW COHHOW apTepUM U 3PUTEJIBHOTO HEPBA, KOM-
npeccueit 3putesbHoro nepekpecra. B mapre 2015 r. ObLIO BbI-
MOJIHEHO TpeTbe TpaHCC(HEHOMTATbHOE YAaCTUYHOE HCCEUCHUE
OIIyXOJIM, B aBryCTe — ITIOBTOPHAs Teparusi raMMa-HOXOM. [1-
CTOJIOTMUECKOE MCCIICIOBAHNE TIOATBEPANIIO aleHOMY TUTIOhH3a,
OIIHAKO MMMYHOTrucToxuMmuueckoe wuccienoaHue Ha AKTI
ObUTO MONOXKUTETBHBIM ¢ Ki-67 25%. Y mareHTKy He ObUTO He-
crielnUIecKX KYIIMHTOMIHBIX MpU3HAKOB. JlabopaTtopHble
TeCThl: Imoko3a 116 mr/mi, HbA, 7,5%, ®CI 3,34 MME/mun, JIT
0,585 MME/mn, TTT 0,044 MkME/mn, cB. T4 1,13 Hr/mn. 3ame-
CTUTENTbHAS Teparvs MPEeTHU30JIOHOM ObLTa OTMEHEHA, ITOM-
tBepxkneH BUK: koptuzon (8:00) 13,3 Mxr/mi, koptuzon (23:00)
11,3 mxr/mn, AKTT 70,2 nir/mu, koptusod (8:00, mocjie HOYHOro
Tecta ¢ 1 Mr nekcamerasona) 13,8 mkr/mi1. OcMoTp orasbmMoso-
ra: cjernoTa Ha TpaBblii IJIa3, HECKOJIBKO YMEHBIIICHHBIE TTOJIST
3peHus JieBoro ra3a. MPT runodusa gepes 8 Mec mocsie orepa-
LMK BBISIBUIO WHBA3MBHYIO OMYyXOJb pa3MepoM 28%31x28 mm.
Hamu 6b11a Ha3HaUeHa Tepanus KabeproJMHOM 3 MT B HEJIETIO U
PEKOMEHIIOBAaHO AMHAMUYECKOE JJabopaTOpHOE W JIyyeBOe Ha-
OJroneHNUe ¢ HAIeXKA0M Ha XOPOIWA OTBET Ha paguoTepaIiuio.

BoiBoapl. [IpencraBineHHBIN ciydyail IeMOHCTPHUPYET He-
00XOIMMOCTD PETYJISIPHOTO TOXHM3HEHHOTO JWHAMUYECKOTO
HabmoneHus 3a naimeHtamu ¢ THAT. Chiloiro u np. ory6iu-
KOBaJIV JaHHBIE O TOM, YTO afeHoMbI rtunodu3sa ¢ Ki-67 >1,5%
HMMeEIOT 00Jiee BBICOKHMIA pUCK penuaruBa. HecMoTps Ha To 4To
xapakTepucTKu nanreHToB ¢ BUK xopolio n3BecTHHI yxe
MHOTO JIET, TMarHOCTUKAa W BEIEHMS TaHHOTO 3a00JieBaHUS
YaCTO JOBOJBHO TPYIHBI.

KJIIOYEBBIE CJIOBA
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Introduction. Thyroid Hormone Resistance (THR) is a

rare syndrome with a variable and fluctuating clinical course
depending on complex genetic and molecular defects.
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Case report. SCPR, a caucasian female patient aged 23,
was referred to outpatient endocrine department because of in-
creased T4 levels. There was no evidence of thyroid dysfunction
or goiter. Past medical history was negative with normal growth
and neurophysiological development and regular menstrual
cycles. There was no family history of thyroid disease. Analyti-
cal evaluation revealed T4 — 17.9 ug/dL [Reference Value
(RV): 4.5—12.5], T3 — 247 ng/mL (RV: 72—170), TSH — 4.9
uU/mL (RV: 0.4—4.0), FT3 — 7.8 pg/mL (RV: 1.8—4.2),
FT4 — 2.6 ng/dL (RV: 0.8—1.9), TPOAD 11 U/mL (RV: <35),
TgAb <20 U/mL (RV: <40), TRAb <1 (RV: <2). The TRH test
(200 pg, ev) revealed a normal but high TSH response up to 23
uU/mL (5—25) and a sellar NMR scan showed no abnormali-
ties. No medical treatment was prescribed. Over the follow up
period of 10 years thyroid function fluctuated with borderline
high FT4 and TSH. Clinical course was marked by the develop-
ment of obesity, depressive syndrome and the diagnosis of
chronic fatigue syndrome with two uneventful pregnancies.
Over that period, either Hyperthyroidism or Hypothyroidism
were diagnosed and treated at other institutions. Recently ge-
netic testing revealed a new mutation on exon 10 of the 3 thy-
roid hormone receptor form c790G>T (p.Val264Phe) with un-
known significance.

Discussion. Several important points are illustrated by this
case. 1) thyroid function tests may fluctuate over time, only
sometimes with clear evidence of THR. 2) clinical manifesta-
tions of the syndrome are multiform and the relation to thyroid
hormone levels is far from clear with abnormalities of growth
and neurophysiological development, infertility, obesity, psy-
chiatric disorders or subtle symptoms suggesting thyroid dys-
function variably reported; 3) interpretation of analytical ab-
normalities may be difficult with thyroid dysfunction common-
ly misdiagnosed; 4) medical treatment is controversial; 5) More
than 100 mutations have been reported and the particular com-
plexity of thyroid hormone effects — several isoforms of the
receptor, homo- or heterodimerization of the receptor with the
retinoid X receptor and dominant negative effects making the
interpretation of the functional significance of new mutations
difficult.
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BBenenne. Pe3ddCTEHTHOCTh K TUPEOMIHBIM TOPMOHAM
BCTPEYAETCS LOCTATOYHO PEAKO, IIPU 3TOM KIIMHUYECKas Kap-
THHA MOXET ObITh OUYeHb BapruabeTIbHOI U 3aBUCUT OT TeHETU -
YeCKUX U MOJIEKYJISIPHBIX Ne(EeKTOB.

Kaunuveckuii cayuaii. TlanmenTtka 23 net HampaBlieHa Ha
KOHCYJIbTAIIMIO K 3HAOKPUHOJIOTY B CBSI3U C BBISIBJIEHHBIM I10-
BBILIEHHBIM YpoBHeM T4. Ob6cnenoBaHue He OOHAPYXXUIO HU
HapylleHUs1 GYyHKIIMU [UTOBUIHOM Xese3bl, HU HapylIeHUSs
ee CTpYKTyphl. [lanmeHTKa He mosydana HUKaKOW Teparuu,
pociia v pa3BUBalIach COOTBETCTBEHHO BO3PACTy, MEHCTpPYaJslb-
HBII TUKJ peryasipHbiid. [1pu cbope cemeitHOro aHaMHe3a —
OTSTOLUEHHOM HACJEACTBEHHOCTU MO 3a00JIEBaHUSIM LIUTO-
BUIIHO keJie3bl He BbIsiBIeHO. [Ipu o6cnenoBaHuu ObLUIO BbI-
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sapneHo: T4-17,9 mr/nn (pedepeHcHble 3HaYeHUs: 4,5—12,5),
T3 — 247 ur/mn (pedepeHcHbie 3HaYeHust 72—170), TTT—
4,9 MmEn/n (pedepencHsie 3HaueHus: 0,4—4,0), cB. T3 — 7,8
rr/mi (pedepeHcHble 3HaueHust: 1,8—4,2),cB.T4 — 2,6 Hr/M1
(pedepeHcHbie 3HaueHuUs: 0,8—1,9), AT-TITO 11 Ex/mn (pe-
depeHcHble 3HaueHust: <35), AT-TT <20 En/mn (pedepeHc-
Hele 3HaueHus: <40), AT-pTTTI <1 (pedepeHcHBIE 3HAUECHUS:
<2). B tecre ¢ TuponubepuHoM (200 MKT) ObLI MOJTYYeH HOP-
ManbHbIM oTBeT TTT, omHako Gyvke K BepXHeil rpaHule HOp-
mbl (23 MEn/a (5—25). MPT runoduza — 6e3 maTojaoruu.
INaumeHTKe He OBLJIO peKOMEHI0BaHO HUKaAKoro jedyeHus. Ha
npotskenuu 10 ner HabmoneHus yposHu ¢B. T4 u TTT coxpa-
HSIJTUCH HECKOJIBKO BBIIIIE HOPMBI. 32 3TO BpeMs Y MallMeHTKU
BO3HMKJIO OXUPEHUE, NEMPECCUBHBII CUHIPOM, CUHIPOM
XPOHUYECKOH YCTAJIOCTH, 2 ClIyyasi CaMOIIPOM3BOJIBHOTO TIpe-
pbiBaHusl 6epemMeHHOCTU. [TocKOIbKY MalMeHTKa Habona-
JIach B pa3HbIX KJIIMHUKAX, TO IEPUOIUYECKH €l CTABWIM TUa-
THO3 TUIIEPTUPE03a, B APYIroil KIMHUKE — TMIIOTUPEO3 U Ha-
3HavYaJIM COOTBETCTBYMOIIIEE JiedeHUe. HemaBHO mpoBeneHHOe
TeHETUYECKOEe TECTUPOBAHNE MO3BOIMIIO OOHAPYXUTh HOBYIO
myTtanuio B 10 ak30He B-pelienTopa TUPEOUIHBIX TOPMOHOB
¢790G> T (p.Val264Phe) ¢ HeM3BECTHBIM 3HAUYECHUEM.

Oo0cyxnenne. AHaIU3UPYsl JAHHBIM KIMHUYECKUIT CIIy-
yaif, MOXXHO ClieJlaTh HECKOJIbKO BBIBOIOB: 1) pe3ynbTaThl MC-
cJieIoBaHUs TUPEOUIHBIX TOPMOHOB MOTYT BapbMPOBAaTh, MPHU
9TOM TOYHYIO KapTUHY JaeT TOJbKO TECT C TUPOJIUOCPUHOM;
2) KJIMHUYECKUE TPOSIBICHUS] PE3WCTEHTHOCTU K THUPEOMII-
HBIM TOPMOHaM OYE€Hb MHOTOOOpAa3HbI U HE BCETaa Mpocie-
JKMBAETCS CBSI3b C YPOBHEM TUPEOMAHBIX TOPMOHOB. MMetoTcs
MPOTUBOPEUMBLIC CBEICHUS O HApYIIEHUHU pocTa, Hepodu-
3UOJIOTUYECKOTO Pa3BUTHUS, Pa3BUTUU OECIIONUS, OXHUpPE-
HUS, TICUXUYECKUX 3a00JIeBaHUi; 3) MHTepIIpeTalus pe3yib-
TATOB aHAJIM30B MOXET CTaTh HEIIPOCTOM 3aHaueii, YTO IIPUBO-
AT K OITMOOYHOMY TMArHo3y; 4) HEOOXOAMMOCTh Tepanuu B
9TOM CJly4yae SIBJISIETCS CIIOPHOM; 5) Ha CETONHSIIHMI IeHb
MMEIOTCSI CBelleHus o 6osiee yeM 100 MyTaliuii, OqHAKO CI0X-
HOCTb 3(pdexTa TUPEOUIHBIX TOPMOHOB — HECKOJBKO M30-
¢opM perienTopa, ToMO- WIM FeTepoaMeprU3alliy PelerTopa
C PETUHOMIHBIM X-pELENITOPOM 3aTPYIHSIET OLIEHKY BaKHO-
CTU HOBBIX MyTallU.

KJIIOYEBBIE CJIOBA
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Background. The elevation of thyroid hormone with a nor-
mal or elevated TSH occurs uncommonly. This has different
causes and pose a diagnosis challenge namely between TSH-
secreting pituitary adenoma (TSHoma) and resistance to thy-
roid hormone. The accurate diagnosis is essential, because de-
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