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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

Pe3ncTeHTHOCTD K TUPEOUIHBIM TOPMOHAM.
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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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layed diagnosis of TSHoma can lead to tumour growth and
poor surgical cure rates, whereas medical, surgical or radioabla-
tive treatments in patients with resistance to thyroid hormone
are usually unnecessary and potentially harmful.

Case Report. A 23-years-old women with palpitations, fa-
tigue, insomnia and exophthalmia with elevated serum free T4
and TSH, medicated with methimazole 5mg 3id was sent to
evaluation in endocrinology department. She did not report
headaches or visual problems. Patient’s laboratory tests at ad-
mission: TSH 9.6 uUI/mL (0.4—4.0 pnUI/mL), Free T4 2.1 pg/
dL (0.8—1.9 pg/dL). After stopping anti-thyroid drug presented
TSH 2,9 uUl/mL (0.4—4.0 uwUl/mL), Free T4 3.7 pg/dL
(0.8—1.9 pg/dL), Free T3 11 pg/mL (1.8—4.2 pg/mL); antithy-
roid peroxidase and antithyroglobulin antibodies and thyroid
stimulating immunoglobulin were undetectable; thyroid ultra-
sound revealed small heterogeneous goiter; thyroid technetium
scintigraphy showed diffuse glandular hyperfunctioning; Mag-
netic resonance imaging revealed a microadenoma with 7.5 mm
in the left side of pituitary. Remaining anterior pituitary hor-
mones were within normal ranges. The thyrotropin-releasing
hormone stimulation test was performed and revealed TSH at
0’ 1.7 uUl/mL, 20’ 14 wUI/mL and 60’ 11 uUI/mL, with free
T4 2.3 pg/dL and free T3 5.9 pg/mL, which was consistent with
thyroid hormone resistance syndrome. In this clinical setting
genetic test was performed and revealed mutation in heterozy-
gosity in THRP gene: ¢.1030G>A, p.Gly344Arg. Patient’s
mother was also tested and no mutation was found. Her father
was not available to do the genetic test. No pituitary surgery or
thyroidectomy was performed, nor were prescribed any anti-
thyroid drugs.

Conclusions. In this case, an innapropriate TSH secretion
was identified and the clinical, biochemical and genetic investi-
gations were consistent with resistance to thyroid hormone.
Known that as many as 15% non-ill people may have a small,
nonfunctioning pituitary adenoma, patients with thyroid hor-
mone resistance may have incidentally abnormal imaging find-
ings. The high level of clinical suspicion and the proper labora-
tory, genetic and radiological studies, conduct to a correct diag-
nosis and prevent unnecessary and potential harmful therapies.
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AKTyanabHOCTb. [ToBBIIIEHHE KOHLIEHTPALIMY TUPEOMIHBIX
TOPMOHOB IIPY HOPMaJIbHOM MJIM HOBBILIEHHOM COAEPXAHUK
TTT B KpoBU — HeyacToe SBJIEHUE. DTO MOXET IPOUCXOAUTH
B Pa3IMYHBIX Caydasx, 1uddepeHInalbHbIiA TMarHo3 IMPOBO-
mutcst Mmexny TTI-cekpeTupylonmii ageHoMoi runodusa
(TUPEOTPONIMHOMOI) M PE3UCTEHTHOCTbIO K THUPEOUTHBIM
ropmoHaMm. [locTaHOBKa TOYHOIO AMArHo3a KpailHe BaxHa,
IOTOMY YTO ITO3[HSISI IMAarHOCTUKA TUPEOTPOIIMHOMBI MOXET
MPUBECTH K €€ POCTY U CHUXKEHUIO 3P HEKTUBHOCTH XUPYPIH-
4YeCKOIO JIeYeHUsI, TOrIa KaK MeIMKaMEeHTO3Hasl TepaIius, X1-
pypruveckoe jedeHue WIM JIydeBasl Tepalus y MalueHTOB ¢
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PE3UCTEHTHOCTBIO K TUPEOUIHBIM TOPMOHAM OOBIYHO HE TTPH-
HOCSIT Pe3yJbTaTOB U SIBJSIOTCS TOTEHIMAIbHO BPETHBIMU
MeTOIaMU JIeYCHUS.

Kaunuuecxuii cayuaii. XKeninHa 23 jiet ¢ Taxukapamvei,
YCTaJIOCThIO, OECCOHHULIEH, 9K30(hTaTbMOM, C IMOBBIIIEHHBIM
ypoBHeM cBobogHoro T4 u TTT, monyyaloiasi Tepanuio Me-
THMAa30JIOM B 03¢ 5 MT 3 pasa B JieHb, IOCTYITUIIA ISl 00Ce-
JIOBaHUSI B SHOAOKPUHOJIIOTMYEcKoe oTaeneHrue. OHa He co00-
IIMJIAa O TOJIOBHOM 60N MM Ipyrux mpobiemax. [1pu rocmm-
TaJM3alyy TTOJIyYeHBI CIICAYIONINe TJabopaTOpHBIe TTOKa3aTe-
m: TTT 9,6 MkME/mn (0,4—4,0 McME/mi), cBobonHbIl T4
2,1 v/t (0,8—1,9 nir/mn). [Mocie oTMEHBI aHTUTUPEOUITHBIX
npenaparoB: TTT 2,9 MkME/mn (0,4—4,0 MckME/mi1), cBO-
o6onubiii T4 3,7 nir/nn (0,8—1,9 nir/nn), ceo6oanbiit T3 11 nir/
mi (1,8—4,2 nir/Mi); aHTUTENa K TUPEOUIHON MepoKcuaase,
aHTUTENa K TUPEOorao0yauHy U aHtutena kK peuentopy TTI
oOHapyXeHbI He ObUTH. [10 TaHHBIM YJIBTPa3BYKOBOTO MCCIIE-
MOBAHUS IMUTOBUIHOU XeJe3bl, ObLT BBISIBJIEH HEOOJBIION
TeTepPOTEHHBIN y3eJ; CIIMHTUTpadUs IUTOBUIHON JXeIe3bl C
TexHelMeM Iokasana nauddy3Hoe HaKOIUIEHUE Ipernapara.
IIpu BeimonHeHun MPT rosoBHOro mosra Obljia BbISIBIIEHA
MHMKpOaJeHOMa JIEBOl IIOJIOBUHBI TMIIOMU3a pasMepoM
7,5 mm. OcTajibHBIE TOPMOHBI aIeHOTUITO(13a ObLIU B Ipeae-
Jiax HopMbl. beut mpoBeneH TPI-cTumynupytoiuii TecT: B Ha-
yanbHOU Touke ypoBeHb TTT 1,7 MKkME/Mn, Ha 20-it Muny-
te — 14 MKME/mi, wepe3 1 ¥ — 11 MKME/MJ1, ypoBeHB cBO-
6omHoro T4 2,3 nir/mn u cBo6omHoro T3 5,9 nir/mit, 9To cooT-
BETCTBYET CUHIPOMY PESUCTEHTHOCTU K TUPEOUIHBIM FOPMO-
HaM. Bbpu1o mpoBeneHO reHeTuyecKoe McCieqoBaHUue, MOoKa-
3aBiiee myrtanui B reHe THRf: ¢.1030G>A, p.Gly344Arg.
Marb nanyeHTa Takxke Obljla 00cJieIoBaHa, OMHAKO MYyTalluu
BBISIBJICHO He ObUTO. [IpoBecTH reHeTHYecKoe MCCIIeqoBaHUe
OTILy ObLTO HEBO3MOXHO. [lalimeHTKe He MpOBOIMIIACH OTlepa-
sl Ha TUHo(u3e WM TUPEOUIIKTOMUS. AHTUTUPEONITHbBIE
npenapaTbl Ha3HaUYEHbI HE ObUIU.

BoiBompl. B 1aHHOM KJIIMHMYECKOM cilydyae Oblia BbISIBJICHA
un3obITouHas cekpeuyst TTT. PesynbraThl KIIMHUYECKOTO, OMO-
XMMHUYECKOTO U TeHeTUYECKOTO aHaIM3a IMOKa3aau pe3UCTEHT-
HOCTh K TUPEOUIHBIM ropmMoHaM. M3BecTtHO, 4TO OKOJIO 15%
3IOPOBBIX JTIOJE MOTYT UMETh MaJIeHbKIEe HETOPMOHAITbHOAK-
TUBHBIC oImyxosiu Tunodusa. KIMHUIECKMiA OMBIT, BHICOKUI
YPOBEHb J1aOOPATOPHBIX, TEHETUUYECKUX M PaarOJOrMYeCKUX
HCCIEI0BaHUI BenyT K MPaBWIbHOW TUArHOCTUKE U MPenoT-
BpAIIEHNIO TTOTEHIIMAIBHO BPEIHBIX METOIOB JICUECHMUS.

KJIIOUEBBIE CJI0OBA
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Introduction. The therapeutic management of hypo-
phosphatemic rickets in adulthood aims to reduce bone pain,

MPOBAEMbI SHAOKPUHOAOIMM, 5, 2016



