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Formulation of the problem. Panhypopituitarism is a rare endocrine

disease with variable clinical presentations, ranging from asymptomatic to life
threatening condition. Postpartum Panhypopituitarism (Sheehan's syndrome) is a
well-known clinical condition that has been attributed to massive ante or
postpartum hemorrhage.
Postpartum hypopituitarism on the other hand, which develops after normal
delivery, is a rare condition. It is mostly attributed to lymphocytic hypophysitis. In
Type 1 DM patients that has been attributed to antepartum pituitary necrosis,
which is a very rare condition.

Analysis of recent research and publications. Lymphocytic hypophysitis
or autoimmune hypophysitis is a disease characterized by lymphocytic infiltration
of the pituitary gland, which eventually leads to destruction of pituitary tissue
accompanied by various clinical presentations of pituitary dysfunction.

Formulating the purpose of the article. The purpose is to present a case of
hypopituitarism and empty Sella in a Typel diabetic patient, diagnosed postpartum
after long-suffering, who has achieved full term pregnancy andnormal deliveryis
reported. Diagnosis of lymphocytic hypophysitisor antepartum pituitary necrosis
was raised as the cause of the hypopituitarism.

Presenting main material. Here we describe a case of Type 1 diabetic
patient with postpartum panhypopituitarism and empty Sella. The condition may
be related to either autoimmune hypophysitis or anterior pituitary necrosis during
pregnancy.

Discussion: Is this a case of Lymphocytic Hypophysitis during pregnancy? -
because she was on her second trimester of pregnancy! She developed severe
headache, nausea, vomiting, general weakness with hypoglycemic attacks, and
sensitive hyperglycemia (where only small doses of insulin are needed to control
that) with symmetrical pituitary enlargement which was seen in Brain MRI even
contrast was not given. The patient’s condition was explained as non-specific
aseptic meningitis. The endocrine deficiency in our patient was due to anterior

pituitary hypopituitarism, initially manifested by amenorrhea, failure of lactation



and later diagnosed as ACTH and TSH deficiency. Growth hormone and IGF1
were not evaluated at that time. This case is a diagnostic feature of autoimmune
hypophysitis panhypopituitarism.

Conclusions and perspectives of further research. We conclude that any
headache of sudden onset associated with nausea and vomiting during pregnancy
and a suggested picture of pituitary insufficiency should be considered an alert of
pituitary disorder that cannot be explained as pregnancy related symptoms, or non-
specified meningitis. Furthermore, to be careful in interpreting images not specific
to pituitary gland. This conclusion was established based on the early steroids
treatment that could prevent the progression of the pituitary destruction and/or
early identification of the condition with early replacement therapy. This should

prevent long-suffering of such patients.

AHoTanisn

HoxTop AbGnenspaxman M. Panaiinex, nokrop MenuuHux Hayk, JBIM, JBED
Arrayn Hospital, eHIOKpMHHUN BIIIIA, MEIWYHUN BIIAUL, JikapHs Arrayan,
meanuHa rpyna Sulaiman Habib, Ep-Pisin, Cayniscbka Apasis. Jlokrop Moxamen
Hyceiip, npodecop, nokrop meauyHux Hayk. Kadeapa Oioximii, YHiBepcuter
HaykH i TexHikn HMopnanii, Menuannii dakymsrer, Hopnanis. Iicasmoorosuii
rinomiTyiTapusM y Nami€eHTOK i3 HyKpoBuM aiadeTrom 1 tumy.

KurouoBi cJsioBa: rimonityitapusMm, IyKpoBuil niabetr 1 Tumy, HEKpo3
rinodiza, Tino¢i3uT, MOPOKHS CEIIa, IEHTPATBHHUH TIITOTUPEO3, AMEHOPESI.

IocTanoBka npo6Jemu. IlaHrinomniTyitapusM € piIKICHUM €HIOKPUHHUM
3aXBOPIOBAHHSM 3 PI3HUMHU KIIIHIYHUMHU YSIBJIEHHSMHU, BiJl O€3CHMIITOMHOTO /0
3arpo3JMBOTO 0 KUTTS cTaHy. [licnsArnonoroBuil MaHTIMOMITYITapU3M (CHHIPOM
[[lnxana) - no6pe BiJOMUMN KIIHIYHHUHN CTaH, SKUN MOSCHIOETHCS MacOBUM JI0- 200
MICJISTONIOTOBUM KPOBOBHJIMBOM. [licHsAMONIOrOBUil TiMOMITYiTapu3M, 3 1HIIOTO
OOKy, SIKHW PO3BHBAETHCS MICIS HOPMAJIbHUX IOJIOTIB, € PIAKICHUM CTaHOM. B

OCHOBHOMY 1€ TIOSICHIOEThCA JIM(OUUTApHUM TinoPIi3UTOM. Y XBOpUX 3



yKpoBUM aiaberom l-ro Tumy OyJi0 OmMHMCAaHO HEKpO3 Timodiza, KU € TyxKe
PIIKICHUM.

AHaJi3 OCTaHHIX AocCJailzKeHb i myOJikaniil. Jlimpouurapuuii rinogizur,
abo ayTOIMyHHMH TIMmO(MI3UT - 1€ 3aXBOPIOBAHHS, IO XapPaKTEPU3IYETHCS
aiMmdoruTapHoO 1HPIBTpaIli€to rinodisa, sika B KIHIIEBOMY IT1JICYMKY TPHU3BOJIUTh
0 pyWHyBaHHS TimodizapHOi TKaHWHU, IO CYNPOBOKYETHCS PI3HUMHU
KJIIHIYHAMU TIPOsIBAMU T1no(i3apHOT AUCPYHKITI.

@opmyJ/II0BaHHSI MeTH cTaTTi. MeTa mofsirae B TOMy, 00 MPeICTaBUTH
BUIIAJIOK TIMOMITYiTapu3My B MAaLIE€HKH 3 a1a0eToM Tuny | B MICISANOIOrOBOMY
nepiodi, IMicias HOPMAJIBHUX IIOJOTIB, MPUYUHOK SKOro OyJ0 BHU3HAHO
aiMmponuTapHuil rimodizut abo HeKpo3 rinodiza antepartum.

Buknanennsi ocHoBHOro martepianay. TyT Mu onucyeMo BUTIJ0K XBOPOT Ha
IyKpOBUM 1iabeT 1-ro TUMy 3 TMICIANOJIOTOBHM mMaHTinomnityitapusmom. CraH
Moke OyTu mMOB’si3aHUi a00 3 ayTOIMyHHHM Timo(i3uToM, abo 3 HEKPO30M
nepeaHbOo1 A0 rirmodiza 11 4ac BariTHOCTI.

OOroBopenHsi: Baxxkuil cTaH mMalieHTKHM MOSCHIOBABCSA HeCNeUU(PIUHUM
aCeNTUYHUM  MeHiHTiTOM. EHmokpunHuit  gediuur OyB  0OyMOBIEHUM
TIOMITyiTapi3MOM  MEPeAHBOI J0J1 Tinmodiza, IO CIOYaTKy MPOSBISIIOCS
aMEHOPEe€r0, HeBIauelo JakTallii 1 mi3Hime O0yno niaraocroBane sk nedinut AKTT
1 TTT. Ieit Bumamox € JIaTHOCTMYHOIO O3HAKOK TMAHTIMOMITYITapU3MYy,
ayTOIMYyHHOTO T1MO(}i3UTYy.

BucHOBKH Ta mnepcneKTHMBH MOAAJbIIMX AOCTiIKeHb. Mu podumo
BHUCHOBOK, 110 Oy/b-sIKMI TOJIOBHMM OUTb BiJl parTOBOTO MOYATKY, OB’ A3aHOTO 3
HYJO0TOIO 1 OJIOBOTOIO MiJ dYac BariTHOCTI, CJiJl BBa)XaTu MOMNEPEIKCHHSIM
rino¢i3apHoro po3yanay, SIKHA He MOKHA MOSCHUTH CUMIITOMaMH, MOB’I3aHUMU 3
BariTHICTIO, a00 MeHIHriTOM. PaHHE JiKyBaHHS CTEpoOimaMH MOXKE 3armoOIrTu
IPOTPECYBAHHIO TiMmodi3apHOTO pyHHYBaHHS Ta OaraTOpiuHUM CTpPaKIaHHSIM

TaKUX XBOPHX.
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HoxTop Adaeaspaxman M. Pajaiinex, 1okTop MeauimHckux Hayk, JBIM, JBED
Arrayn Hospital, sHIOKpUHHBIN OTAEN, MEIUUMHCKUI OTAeN, OojbHULIA Arrayan,
meauimHckas rpynma Sulaiman Habib, Dp-Pusin, Caynosckas Apasus. JJokTop
Moxamen Hyceiip, npodeccop, 1oKkTOp MeaununHCKUX Hayk. Kadenpa duoxumun,
VYHuBepcurer Hayku U TexHUkU Mopnannn MenunuHckuid gpakynsteT, Mopranus.
ITocsiepoaoBOli IHIONUTYUTAPU3M Yy MANMEHTOK € caxapHbIM auaderom 1
THIIA.

KialoueBble cjioBa: THIONUTYUTApPHU3M, CaxapHblil nuaber 1 Tuma, HEKpO3
runo¢usa, runou3nT, HEHTPAIbHBIA THIIOTUPEO3, AMEHOPESL.

IloctanoBka mnpoOsaembl. [laHrunonuTyuTapusM SBISIETCA  PEIKUM
SHJIOKPUHHBIM 3a00JIEBAHUEM C PA3IMYHBIMHU KIMHUYECKHUMH IPOSBICHUSMHU, OT
OECCUMIITOMHOIO 10  yrpo’Karolero Jku3Hu cocrostHus.  IlocneponoBoit
naHrunonuryutapusM (curapom Illuxana) - XOpowo H3BECTHOE KIMHUYECKOE
COCTOSIHME, KOTOpOE€ OOBSICHSIETCS MacCOBBIM JO- WJIM  IOCIEPOJOBBIM
KpoBousiiusiHueM. llocneponoBod T'MIIONUTYUTApu3M, C JAPYIOM CTOPOHBI,
KOTOPBIM pa3BUBACTCS IIOCIE HOPMAJIBHBIX POJIOB, SABIISIETCS PEAKUM COCTOSTHUEM.
B ocHOBHOM 3TO 0OBsACHSETCS JUM(OLUUTAPHBIM TUINOPU3UTOM. Y OOJBHBIX C
caxapHbiM auabetoM 1-ro THma ObUT OMHMCAaH HEKPO3 THUNodusza, KOTOPHIH
BCTPEYAETCS KPaWHE PEAKO.

AHaJIN3 NOCJEAHMX Hccae0BaHUil W myOamkammid. JlumdouutapHsiii
runoGu3uT, WIKM  ayTOUMMYHHBIM  TUmo¢u3uT - 3TO  3aboJeBaHUeE,
Xapakrepusyolieecs JIUMQPOUUTApHON HMH(UIbTpauueld rumnodusa, KoTtopas B
KOHEYHOM  WTOr€ MPUBOAMT K  pa3pylIeHHIO TruUnopu3apHOd  TKaHU,
COIIPOBOXAAIOIIEECS PA3IMUHBIMU KIMHUYECKUMU MPOSBICHUSAMHU TUIIOPU3aPHON
TUCPYHKIIUHN.

®opMyIHPOBKA LeJdU CTaThbM. L{eab coCTOUT B TOM, YTOOBI MPEICTABUTH
Clly4ail TUNONMMUTYUTapu3Ma Yy MalMEHTKH ¢ JuabeToM Tuma 1 B MOCIEpOJ0BOM
nepuojie, MOocie HOPMAIbHBIX pOJOB, HPUYMHOM KOTOPOro OBLT NpHU3HAH

AUMQPOLUTAPHBIN TUITOPU3UT WK HEKPO3 runodusa antepartum.



IIpeacraBjieHne OCHOBHOIO MaTepuaja. 37€Ch Mbl ONUCHIBAEM Cllydau
0OJIBLHOM caxapHbIM Ha0eToOM I-ro THIIA c MOCJIEPOAOBBIM
MaHTUIIONMUTYUTApU3MOM. COCTOSIHHE MOXKET OBITh CBSI3aHO WJIM C ayTOUMMYHHBIM
TUMoO(U3UTOM, WIH C HEKPO30OM IepefaHed g0 Tumoduza BO  BpeMs
OepEeMEHHOCTH.

Oo6cy:xxnenue: Tsxenoe COCTOSIHUE MalUEHTKU 00BSICHSTIOCH
HeCIenu(pUISCKUM aCeNTHYCCKUM MCEHHMHTHTOM. ODHIOKPHUHHBIA JIePUIUT OBLI
00yCIIOBJIEH MaHTUIOMUTYUTAPU3MOM TMepeaHeld A0Ju Tumnodusa, YTO BHAUale
IPOSIBJISIIOCH aMEeHOpee, HeyJauel JaKTalud, a Mo3Ke ObLIO JHAarHOCTUPOBAHO
kak pepuuut AKTT u TTI. DToT ciydait sBisieTcs AMAarHOCTUYECKUM MTPU3HAKOM
MAHTUIIONUTYUTApU3Ma, Ay TOUMMYHHOT'O TUTIO(U3HUTA.

BbiBOABI M NEPCHEKTHUBLI NJAJbHEHINHUX HCCIea0BaHUM. Mbl Jienaem
BBIBOJI, YTO JIOOyI0 TrojioBHas OO0Jb ¢ BHE3alHBIM HAyajioM, CBSI3aHHYI C
TOIIHOTOM W  pBOTOM BO BpeMs OEpEMEHHOCTH, CJEAyeT  CUUTaTh
NPEAYNPEKICHHEM THIO(PHU3apPHOTO PACCTPOMCTBA, YTO HEIb3s OOBSICHUTH
CUMIITOMaMHU, CBSI3AHHBIMU ¢ OEPEMEHHOCThIO, UM MEHUHTUTOM. PanHee jedueHue
CTepOMJaMH  MOXKET TPEJAOTBPATHTH  IMPOTPECCUPOBAHUE  THUIO(PU3APHOTO

Pa3pymicHusd U MHOTOJICTHUC CTpadaHUSA TAKUX OOJILHBIX.

Key words: hypopituitarism, type 1 diabetes mellitus, pituitary necrosis,

hypophysitis,empty Sella, central hypothyroidism, amenorrhea.

Formulation of the problem. Postpartum pituitary necrosis or Sheehan's
syndrome is a familiar condition thathas been attributed to massive bleeding during
or after the delivery [1]. The specific mechanism of pituitary necrosis is unclear
and generally accepted, that hypotension increases pituitary ischemia leading to
necrosis, which may cause hypopituitarism immediately or years later,depending
on the degree of tissue damage[2].Antepartum pituitary necrosis, which is

unrelated to massive intra or postpartum hemorrhage, is a very rare condition in



pregnancy, although it has been reported in patients with long standing type 1DM
patients [3].

Analysis of recent research and publications. Lymphocytic hypophysitis
or autoimmune hypophysitis is a disease characterized by lymphocytic infiltration
of the pituitary gland, which eventually leads to destruction of pituitary tissue
accompanied by various clinical presentations of pituitary dysfunction. This
condition is frequently reported in women and has been associatedwith pregnancy
with an increasing number of reported cases in recent years [4]. It is now clear that
lymphocytic autoimmune hypophysitis can occur in females, adult males and
children as well [5,6]. The natural history of lymphocytic hypophysitis is that of
progression from inflammation, resembling pituitary mass to atrophy, seen as
empty Sellaon MRI [4, 5].

Formulating the purpose of the article. The purpose is to present a case of
hypopituitarism and empty Sella in a Typel diabetic patient, diagnosed postpartum
after long-suffering, who hasachieved full term pregnancy andnormal deliveryis
reported. Diagnosis of lymphocytic hypophysitisor antepartum pituitary necrosis
was raised as the cause of the hypopituitarism.

Presenting main material. Case report: A 27 years old female patient
known to havetypel DM for the past 7 years, on insulin treatment since diagnosis
and on basal bolus insulin regimen for the last year. She presented to the
Endocrine Clinic on December 6,2012 for reevaluation. She had an uncomplicated
spontaneous vaginal delivery 18 months ago. Shegave birth to a healthy baby girl
weighing 2850gm under epidural anesthesia. She has been suffering from
amenorrhea since deliveryto the date of consultation. She complained of cold
intolerance, decreased appetite, easy fatigability, tiredness, laziness, persistent
abdominal pain, nausea and vomiting. In addition, there were frequent attacks of
hypoglycemia, and dizziness with changing position and difficulty to gain weight.
Patient reported loss of weightlSkg (from 69 to 53k g) sincedelivery to the
consultation date.She did not breastfeed her babydue to lack of milk production.

Clinically, sheappears tired,her blood pressure and pulsewere100/70 mmHg, 70



b/mand 90/60 mmHg, 80b/m sitting andstanding, respectively.Pulse was regular,
and she was not febrile.Heart and Chest examination were unremarkable.Abdomen
was soft with no organomegaly and nonspecific tenderness. Scanty hair growthis
noted in axillaries and pubic areas.Lower limbs had no edema. Impression: type
1DM, secondary amenorrhea after normal delivery with persistent nausea,
vomiting and abdominal pain.Laboratory investigationsare shown in Table I.

The patient had secondary amenorrhea after delivery, with low FSH, LH and
prolactin.Such findings are not characteristics of early menopause or premature
ovarian failure (POF). Pituitary MRI revealed empty Sella [Figure 1].

The patient was referred to the gynecology department for oral contraceptive
pill (OCP) or assisted conception. Reassessment of the patient 3 months later
revealed that she is still having the same clinical picture without any improvement.
Laboratory investigations showed low normal levels of ACTH and cortisol
(am)3.35 and 282, respectively. The patient was the nadmitted for further pituitary
reevaluation and to rule out hypopituitarism. ACTH stimulation test was performed
with 250mg Cosyntropin IV and the results are shownin Table II, thyroid function

test was not performed at that time.

Figure 1 Pituitary MRI showing empty Sella.



The patient showed suboptimal response. Diagnosis of Partial
Hypopituitarism with empty Sella was established.

Reviewing the medical history, she was well on regular follow-up in an
Endocrine Clinic until she became pregnant. During pregnancy, she was admitted
four times to the hospital. First admission was on November 6,2010 at gestational
age of 6 weeks with epigastric pain, nausea, vomiting without fever. Laboratory
investigationsare shown in Table 1. Vital signs were within normal ranges. Patient
was treated for UTI in pregnancy.

The patient continued to have persistent vomiting, nausea and abdominal
pain that was explained as Hyperemesis Gravidarum.She was admitted for the
second time to the medical ward at a gestational age of 16 weeks.She complained
ofsudden onset of severe headache of increasingintensityfor the past 3 days. The
headache was associated with severe vomiting and fever with no neck pain or
blurred vision. Clinically,vital signs were stable, blood pressure was 110/70, and
pulse wasregular, 80 b/m. Heart, chest andabdominal examination were
unremarkable. No neck rigidity or neurological deficitwere observed. Fundi were
normal. CSF was normal. Brain MRI (limited study without contrast because the
patient was pregnant)was reported as normal, but pituitary gland showed slight
bulging of its surface probably secondary due to hormonal changes. No evidence
of intracranial mass, bleeding or acute infarction [Figure 2].

The severe headache, nausea, and vomiting continued and she developed
fever during hospitalization [Figure 3].

Patient’s blood sugar was controlledat low values with some tendency
forhypoglycemia. Endocrine opinion was unexplained headache with normal CSF
and Brain MRI. Laboratory results were within normal ranges, except for increased
WBC count, neutrophils 63%, lymphocytes 30%. She was treated and discharged
as a case of viral or nonspecific meningitis. Patientwas instructed to take NSAIDS
for headache, if needed. The patient continued to have similar complaintswith
recurrent frequent visits to the emergency room with new hypoglycemic attacks.

She developed convulsions once and was admitted to the medical ward with



variation of blood sugar values, nausea, vomiting and abdominal pain.Clinically,
she was stable. Laboratoryinvestigations showed normal arterial blood gases and
liver enzymeswere: AST 89, ALT 105(mostly drug induced), urine ketones were
+3 and urine sugar was+3. She was treated as a case of uncontrolled blood sugar,

given antiemetics and referred to the GI clinic for the persistent vomiting, nausea

and abdominal pain.

e

r{

Figure 2 Brain MRI showing pituitary enlargement.

The clinical condition continued to be the same, without improvement.
Patient was admittedto the hospital twice, once, she was admitted to the intensive
care unit for severe vomiting,and supportive management was provided. Between
admissions, she had recurrent and frequent visits to the ER with the same clinical
picture until she gave birth. After delivery, her clinical picturedid not improvement
much, nausea, vomiting, abdominal pain, tiredness, easy fatigability, weakness,
decreased appetite, hypo and hyperglycemic attacks and shortness of breath on
exertion were observed. Laboratory investigations of ACTH, Cortisol (am), thyroid
stimulating hormone and prolactin values were:2.76,181, 0.5, 126, respectively

[Table IJ.



Figure 3 Temperature curve during first admission.




Laboratory investigations throughout clinic visits and admissions

Table 1.

Laboratory test 6-11- 19-1- 7-2- 20-7-2011 | 6-12- 19-2- -3-14
2010 2011 2011 2012 2013 2014
HBA1c(4.2-5.7%) 9.0 12.9 12.5 7
Cholesterol(mmol/L) | NA 6.37
LDL-c (mmol/L) NA 4,75
AST (IU) NA 89 94
ALT (IU) NA 105 129
K+ (3.5-5.2) NA 4.77 4.3 3
mmol/L
Na+(136- NA NA 138 132 143
145)mmol/L
Cl- (90-107) NA NA 97 93
mmol/L
ACTH (1.6-13.9) | -—-- | |- 2.76 6.8
Cortisol(am)(171- | ----—-—- | | ======——- 181 268
536)
TSH(0.27- | = | | e 0.5 1.8 | - 1.3
4.2)mIU/L
FT4 | - — 5
I e T e e e 2.2
Prolactin(72- | ----- 126 28
511)mIU/L
B Estradiol(46-607) | ---- 17
mlIU/L
FSH (3.5- -—-- 4.55 3.5
12.6)mu/ml
LH (2.5-12.5) mu/ml | ----- 3.7 Normal | 1.5
CBC NA WBC Normal
14x10°
KFT NA Normal
TTG abs negative negative
Antiisulin | -—---- negative
Antibodies
HbsAg |- negative
HCV antibodies | ------ negative
Urine analysis WBC +H++ | -
29-33 ketones
e
sugar
ABGs |- normal | |-
Mg | e
TPO antibodies negative | | | | emmemee-
Tg Antibodies negative | | | | e




The patient clinical picture described did not improve and she continued to
visit theemergency room, internal medicine andobstetric gynecologic clinics. She
was advised to seekpsychiatric consultation for her condition. However, she was
reevaluated by cardiologist, neurologist, nephrologist and gastroenterologist
several times. Diagnoses of inflammatory pelvic disease and nephropathy were
suggested. Nonetheless, abdominal CT-Scan showed no abnormalities. ECG

showed low voltage and normal sinus rhythm [Figure 4].

Figure 4. EKG showing low voltage amplitude

Echocardiography was normal. Brain MRI was performedbecause she
developed left sided numbness and body ache.On examination, no neurologic
deficits were detected and multiple sclerosis was suspected. MRI showed pituitary
empty Sella [Figure 5a, 5b]. Epilepsy with gastric aura was then suggested, but the
patient did not take the prescribed antiepileptic drugs.

Two years later, the diagnosis of Partial Hypopituitarism was established.
She was prescribed hydrocortisone 10mg morning Smg evening daily. Significant
improvement of her condition was noticed and one month after the hydrocortisone

replacement therapy, she was asymptomatic with good general condition.



Figure 5 (a, b). Brain MRI showing empty Sella

A year later, she was free of symptoms with controlled blood sugar.
Laboratory investigations were unremarkable except for the thyroid profile [Table
2], which supported the diagnosis of panhypopituitarism and she was prescribed
thyroxine 100mcg daily, hydrocortisone 10mg daily and oral contraceptives

(OCP).

Table 2 .
ACTH stimulation test
Time ACTH Cortisol
Zero 1,86 153
30° 525
60’ 660
90’ 562
120° 560

Interpretation of the ACTH stimulation test:

If cortisol am > 470 - 500 Normal

Cortisol am <80-110 Adrenal insufficiency

Cortisol am 110-470, consider repeating the ACTH Stimulation test
If cortisol level >722, Normal response

If cortisol <510, suboptimal response




Two years later, the patient deliver a healthybaby. The pregnancy course
was without complication and controlled blood sugar.

Discussion: Hypopituitarism is a state of endocrine partial or complete
malfunction. It may be due toa disease of the pituitary, hypothalamus or even the
surrounding structures [9]. It was first clinically described by Simmonds in 1914
[10]. Hypopituitarism may present as an acute onset disease with adrenal
insufficiency or severe hypothyroidism. Therefore, admission and intensive care
management is necessary,versus chronic diseases with signs and symptoms of
pituitary mass lesion or progressive hormonal deficiency symptoms of target organ
[11]. The described patient did not have a history of post-partum or antepartum
hemorrhage but had a normal vaginal delivery with a healthy baby. Therefore, she
cannot fall in the category of Sheehan’s Syndrome; hence, she fits the category of
hypopituitarism wherein pituitary autoimmunity or pituitary necrosis leads to
hypopituitarism [1,10].

The pituitary autoimmune disorder; Lymphocytic Hypophysitis (LH) was
first described by Goudie and Pinkerton in 1962. The first antepartum LH cases
were reported in 1980 by Quencer and Mayfield [6].Since that time, more than700
cases were presented [6,11].This condition usually affects women during
pregnancy, postpartum period, non-pregnant women as well as men and children
[6].

The natural history of Lymphocytic Hypophysitis is variable. Initially, the
pituitary gland can enlarge and cause compressive symptoms as it undergoes
inflammatory infiltration. Over time, the gland usually shrinks because of fibrosis
and atrophy, ending with empty Sella.Most patients will have permanent
Hypopituitarism. Nevertheless, there have also been reported cases of pituitary
functions recovery [6, 12 and13].

Is this a case of Lymphocytic Hypophysitis during pregnancy? - because she
was on her second trimester of pregnancy! She developed severe headache, nausea,
vomiting, general weakness with hypoglycemic attacks, and sensitive

hyperglycemia (where only small doses of insulin are needed to control that) with



symmetrical pituitary enlargement which was seen in Brain MRI even contrast was
not given. The patient’s condition was explained as non-specific aseptic
meningitis, most probably of viral origin,as was reported earlier[14, 15].

All throughout her pregnancy, since the first admission, she continued to
have signs and symptoms of ACTH, Cortisol deficiency [18], which
wasoverlooked until a year after delivery, when hydrocortisone replacement
therapy was started.

In our patient, the headache was blamed onmeningitis [14, 15].While other
symptoms such as fatigue, lethargy, nausea and vomitingwere blamed on the
pregnancy [16].

Death due to adrenal insufficiency have been reported in earlier series of
cases as well as endocrine deficiency with 136 out of 152 patients showing,
ACTH deficiency in 82, low TSH in 62, decreased Gonadotrophine in 59 and
Prolactin deficiencyin 50 patients [17]. Hyperprolactinemia can occur due to
compression of pituitary stalk.Involvement of the posterior pituitary was also
reported [10, 14, 15].

The endocrine deficiency in our patient was due to anterior pituitary
hypopituitarism, initially manifested by amenorrhea, failure of lactation and later
diagnosed as ACTHand TSH deficiency. Growth hormone and IGF1 were not
evaluated at that time. Her symptoms during pregnancy and post-partum were
mostly due to ACTH deficiency, which is the earliest and most frequent sign of
pituitary deficiency [6].Lymphocytic Hypophysitis that manifested in our patient
occurred during the early second trimester,as there were no complications on the
fetus or on the outcome of the pregnancy, which concluded at term with
spontaneous vaginal delivery [11, 18].

This case 1is a diagnostic feature of autoimmune hypophysitis
panhypopituitarism. Giventhe clinical picture of severe sudden onset ofcontinuous
headache for 3 to 4 days, nausea, vomiting, and signs of cortisol deficiency during

pregnancy, with severe symptoms, which were out of the proportion to the size of



pituitary mass on imaging particularly, the presence of headache in the absence of
acromegaly, apoplexy or malignancy [19].

The treatment of autoimmune hypophysitis is controversial [6, 11]. Steroid
therapy has been advocated to treat the autoimmune mechanism which have not
been histologically proven and efficacy is uncertain [18, 20].

When visual pathways are affected, a case can certainly be made for a short
trial of steroid treatment where the combination of context of pregnancy pattern of
hormone deficiency and imaging findings are all suggestive of hypophysitis [6, 18,
20].

Autoantibodies, or other autoimmune diseases are not present in the
described patient like Celiac Disease, Thyroiditis, Autoimmune Hepatopathy,
Systemic Lupus Erythematosusand anti-insulin antibodies, (anti-GAD and anti-
islet antibodies were not tested) even if she has long standing Insulin Dependent
DM and treated for that. The possibility of pituitary necrosis in a diabetic patient
during pregnancy was raised in this patient.Pituitary necrosis during pregnancy is a
very rare condition and unrelated to massive intra or postpartum hemorrhage, has
only been reported in patients with long standing DM-1 and recently described in
GDM [1, 3].

The clinical picture in the described patient is suggestive of pituitary
necrosis; sudden onset of severe headache lasting 3-4 days in the early second
trimester of pregnancy associated with severe nausea and vomiting. During
hospitalization, she developed fever and low blood sugar with hypoglycemic
attacks and increased sensitivity to insulin doses. Therefore, less insulin doses were
given, but her blood sugar fell down to hypoglycemic levels when insulin dose was
increased.Concurrently, hyperglycemia was observedwhen insulin was stopped or
decreased.

Brain MRI showed symmetrical enlargement of pituitary gland but contrast.
Despite continuous nausea, vomiting, abdominal pain with recurrent admissions
and experiencing hypo- and hyperglycemic episodes during pregnancy, pituitary

function was not evaluated. This was due to the already established diagnosis of



nonspecific or viral meningitis. Despite amenorrhea and lactation failure,
symptoms were attributed to pregnancy and after delivery ascribed to gastro-
intestinalissues or psychiatric disorder as was reported earlier [21].

Pituitary gland, especially the anterior lobe, normally enlarges during
pregnancy and the blood supply requirement increases [22].When diabetic
vasculopathy and hypercoagulability superimposes the aforementioned physiologic
changes, the pituitary gland becomes more prone to ischemia and necrosis [1]. This
is the most probable pathophysiological explanation of pituitary necrosis in
diabetic pregnancy.

To date, reports of antepartum pituitary necrosis associated with DM are
rare. Based on the described cases [3, 23], all pregnant cases associated with this
condition has preexisting Insulin Dependent DM with a duration ranges from 1 to
25 years. Antepartum necrosis usually occurs in the third trimester of
pregnancy.Where common symptoms and signs that increase suspicion of pituitary
necrosis are intractable headache and the Houssay phenomenon (frequent episodes
of hypoglycemia caused by growth hormone and/or ACTH deficiency resulting in
sudden decrease of insulin requirement) [3,24 and 25].

The described case here is unique and distinguished from other previously
described cases in that she developed the clinical picture of pituitary necrosis early
in the 14 weeks of gestational age with subsequent picture of ACTH deficiency
and hypoglycemic attacks with increased sensitivity to insulin.

The finding of empty Sella on MRI postpartum 9 months later, absence of
antepartum or postpartum hemorrhage and completed pregnancy without
complications. Additionally,a clinical picture of severe headache in early
pregnancy with postpartum amenorrhea, and lactation failure suggest pituitary
necrosis, hypopituitarism.

The clinical picture described here demonstrates either autoimmune
lymphocytic-adenohypophysitis with panhypopituitarism and empty Sella.
Either,antepartum pituitary necrosis as clinical picture developed in a patient

known to have type 1 DM and related to pregnancy.



Conclusions and perspectives of further research. We conclude that any
headache of sudden onset associated with nausea and vomiting during pregnancy
and a suggested picture of pituitary insufficiency should be considered an alert of
pituitary disorder that cannot be explained as pregnancy related symptoms, or non-
specified meningitis. Furthermore, to be careful in interpreting images not specific
to pituitary gland.

This conclusionwas established based on the early steroids treatment
thatcould prevent the progression of the pituitary destruction and/or early
identification of the condition with early replacement therapy. Thisshould prevent

long-suffering of such patients.
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