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AACE Guidelines 2014

Acromegaly
Considerations for first line

Transsphenoidal medical therapy
surgery = If majority of tumour
(most patients) unresectable and no chiasmal
compression
= Poor surgical cangiidate

Surgical
debulking

Medical therapy

TG - Annamaria Colao

Dopamine Pegvisomant

« Consider OGTT (for agonist Geoffrey Harris Award Lecture -
ost (mild disease)
Present and future of
neuroendocrinology

MRI (if clinical or Radiation therapy may be * Partial clinical and biochemical response to

biochemical signs considered at any point maximal doses Treatment Strateg 1es
of recurrence) following incomplete surgery or + Consider combination therapy of above drugs ShOU |d be ta i |0red to

ineffective/ intolerable

medications * No clinical and biochemical response each individual patient

» Consider alternative monotherapy

Katznelson L et al. J Clin Endocrinol Metab 2014;99:3933-3951
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Llenn neyeHnAa akpomeranumm

1. Hopmanusauua sHauyeHunu NP n UPP-1:

e OTpakaeTt AOCTUXKEeHUe KOHTponA 3aboneBaHuA

* CHMXKaeTcA PUCK pPa3BUTUA OC/IOXKHEHUU U CONYTCTBYHOLWMX 3aboneBaHn
* CHUXKaeTca PUCK CMEepPTHOCTU U 3aboneBaemocTtu

2. YMeHblUueHMe pa3MmepoB ONyXoau U npeaynpexkaeHune ee ganbHeuwiero
pocTa

* KAnHMYecKun BaXKHO (pesieBaHTHO) A1 NAaLMEHTOB C pa3MmepamMu Onyxoau
>10Mmm

* HanAnuume ageHombl pasmepom 6onee 10mm aBaseTca HE3aBUCUMbIM
HebnaronpmATHLIM NPOrHOCTUYECKUM PAKTOPOM B OTHOLLUEHUM
HebnaronpuATHLIX KIMHUYECKMUX UCXOA0B




Oral Octrectide Capsules COR-008 (Veldoreotide)

* Enteric-coated capsule containing ur acetate and a Transient and reversible permeability
enhancer (TPE) enhancement . . ’
- TPE of small -—— COR-005 suppresses GH secretion more effectively that octreotide

g
+ Administered twice daily, with fasting o

* Phase Il study in patients who were to LA Autogel at 3 v . :
+ 7-month core study (dose titration and fixed-dose phases) and &-month extension ,

Responsiveness to COR-005 was found in six tumors not

Il f HEﬂ-ﬂII v ‘] L !aF li L h n responders to octreotide
m ﬂf . il ' COR-005 was more effective than octreotide in sparsely

Effect on GH/IGF-1 after switching to oral (up to month 13) ‘ granulated GH-secreting tumors
mITT population (n=151) FD population (n=110) :' M e
Parameter Baseline EOT Start of FD EOT b
n (%) n (%) n (%) n (%)
g:é?:&::f‘ g 134 (88.7) 93 (61.6) [ 91(82.7) 82(74.5) ] o After intake of a mixed meal, no significant effect of
. ; COR-005 up to 900 pg had on total insulin and
IGF-1 <1.3xULN 138 (91.4) 97 (84.2) 91(827) 84 (76.4) Oral octreotide is effective in controlling : ) £ glucagon i pared to placebo and a
& f H iy X marginal effect on blood glucose.
GH <2.5 ng/mL 145 (96.0) 140 (92.7) 109 (99.1) 105 (95.5) ~ IGF-1and GH after switching frorp i _& ﬁg&: o
injectable SA for up to 13 months, with a In vivo? i [ o COR-005 1800 pg less gly postp
; - Ak TR : & Pinen h d iy
Most commonly reported Aes: headache (36.1%), nausea (29.7%), arthralgia (29.7%) safety profile consistent with injectable e e L v e insulin and glucag pared to oc
*Response, IGF-1 <1.3xULN and mean 2-hour GH <2.5 yg/L SA “emcons = 2 o COR-005 might offer a reduced risk of hyperglycemia
AE, adverse event, EOT, end of treatment, FD, fixed dose, e - e = relative to other SSAs currently used to treat
mITT, modified intention to treat. ULN upper limit of normal acromega|y.

Tuvia S ef al. J Clin Endocrinol Metab 2012,97:2362-2369 Melmed S et al. J Ciin Endocrinol Metab 2015,100:1699-1708 SA=somatostatin analogs
Pldckinger U et al. Eur J Endocrinol. 2012 Feb;166(2):223-34; Klaus Kutz et al. Endocrine Abstracts (2016) GP123 | DOI: 10.1530/endoabs.41.GP123

xl;_: :;l;i;ense oligomer directed at the GH receptor CAM2029: octreotide FluidCrystal® injection depot

. o Mean octreotide plasma concentrations Inhibition of IGF-I concentrations
ATL1103 acts primarily by activating ribonuclease H,
which cleaves the RNA-DNA complex, thereby A CAM2029
disrupting target-gene transcription'. s Octreotide LAR

GH<2.5 ug in 4/5 PTS 3/5

Table 3| Available and investigational agents that block GH action

Agent  Description Regulatory status

IGF1 levels< ULN in 3/5 PTS

Pegviiomant  GH antagoniat Avalatie
Injection once dady

ATL1I03 Antisense oligonucieotide selective for GH I phase I triaks
recepeor adminatered via sbcutaneous
Inection at 8 frequency not yet determined

Co growtn harmone

Concentration (ng mi™)
Congentrabon (ng mi™)

IGF-1 reduction by 26% frew e el
with twice-weekly dosing
from baseline by week 14 * Fast onset and one month duration of therapeutic plasma-levels
in a phase Il study? * Provided ready-for-use in prefilled syringes for easy self-administration

* Compatible with autoinjectors

* High bioavailability - 500% higher than Sandostatin® LAR®, with potential for better treatment effects in some
+1. ts

p

1. Melmed. Nat Rev Endocrinol. 2016 Feb;12(2):90-8; 2. Trainer, et al. Presented at the Endocrine Society’s 97th Annual Meeting and Exposition (2015) 1. Pavel M, et al. Cancer Chemotherapy and Pharmacology (2019) 83:375-385; 2. Br J Clin Pharmacol (2015) 80:460-472




New therapeutic agents for acromegaly

Octreotide * Ready-to-use formulation of octreotide for sc injection
sc depot * Phase |l

ATL1103 * Antisense oligomer directed against the GH receptor (sc injection)
(COR-004) * Phase Il

J

N
Somatoprim * Novel SSA; preferential binding to SSTR2, SSTR4 and SSTRS5 (sc injection)
(COR-005) * Phase |l

J

~
* Botulinum-neurotoxin-derived inhibitor of GH secretion

SXN101959 —
* Preclinical

>



[MacnpeotTna— npenapat BTOPOU NNHUN C
BbICOKOM aPUHHOCTbLIO KO BCEM peuenTopam
COMATOCTaTUHaA

Octreotide® Lanreotide? Pasireotide?®

Pituitary
gland

= S5TR1 —— 55TR2 —— 55TR3 —— 55TR4 —— 55TR5 QB

Preferentially binds 1o SSTR2 Multirecepior binding GH-secreting adenomas

predominantly express

Binding affinities:** [ SSTR2 and SS5TRS!?
Compound S5TR1 S5TR2 S5TR3 S5TR4 S5TRS
somatostatin 0.93x0.12 0.15x£0.02 0.56%£0.17 1.50%£0.40 0.29%0.04
Pasireotide 9.30x0.10 1.00=x0.10 1.5020.30 >100 0.1620.01
Lanrectide 180420 0.54+0.08 149 23040 1715

Oectreotide 280+ 80 0.38+0.08 7.1+1.4 1000 653+10 JCE 2020



NccneposaHne PAOLA: nacnpeoTtn vs CTaHOapTHOe /iedeHune
npenapaTtamu Nepsoun IMHUN Y NALUEHTOB, HEe AOCTUTLLNX
KomneHcauuu 3abonesaHus

Llenb nccneposaHuA:

= CpaBHUTb 1IeveHne NacupeoTnaom C
Pasireotide LAR 40 mg Q28D; NPOAO0NIKAKLWMMCA IeYeHnem
o npenapatamun Nepsou INHUU

Octreotide or NMepBMYHAA KOHEYHAA TOYKA:
lanreotide Pasireotide LAR 60 mg Q28D;

(maximum dose, =65} Yucno naumeHToB c NP<2,5 mKr/n n

semonths) BECI HopmanbHbiM UDP-1 Ha 241 Hepene
)
Continue previous treatment: NevyeHnA
Octreotide LAR 30 g Q28D ot OCHOBHbIE BTOPUYHbIE KOHEYHbIe
lanreotide autogel 120 mg Q28D; TOUYKWU:

n=68

% naumeHToB ¢ HopMmanbHbiM MPP-1 Ha

| 241 Hepene neyeHun
Weeks -4 0 24

™ ™~

e— SR R R N
L _ £ { o fadwJIa
] r"' =1 .1// { { /A/ q‘ "
A ‘“&:‘;"—‘9 L—: p - \{"__ /) AN Qe




PAOLA: cHuxkeHue P n MOP-1 npu npumeHeHnn nacupeoTnaa K
121 Hepgene nevyeHune n coxpaHeHue apdeKTa ao 241 Hepenm

= Pasirectide LAR 40 mg —[}Fasiremide LAR 60 mg = First-generation 554"

10+

2.0 -

1.5

1.0 5

h

| T |
Baseline Week 12 Week 24

L 0.5 -

IGF-1 concentration (x ULN)
—q
Mean GH concentration (pg/L)
&
I

| | |
Baseline Week 12 Week 24
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PAPE: nepesopg nauneHTos ¢ AM Ha nacupeotng JIAP nocne
nevyeHuna ACC 1-ro nokoneHuma + nersucomaHT

IGF-1 = normal®

Pasireotide LAR 60 mg

Pasireotide LAR 40 mg

IGF-1 < normal"*

Pasireotide LAR
IGF-1 < normal®* 20 mg

IGF-1 = normal® with
PEGV <80 mg/week

IGF-1 = normal® Stop PEGV
mmmd  Switch - Pasireotide LAR
60 mg; n=15

>

50%J, PEGV dose

+ first-generation

SSA° Continue 50% PEGV
-+

Pasireotide LAR 60 mg;
n=46

IGF-1 elevated'

Pasireotide LAR 60 mg

Continue PEGV'

Neeks

Run in phase Core study

* +

IGF-1 elevated® Pasireotide LAR 60 mg; n=30

Extension study, (4-weekly IGF-1 monitoring)

-
e

0 12 24



PAPE: uenn nccneposaHua U KOHeYHble TOYKU

* [lepBMYHAA KOHeYHaA TOYKa:

OueHKa Yncna NnaumeHToB, AOCTUTWMNX KOMMNEHCcaLUUM No ypoBHO NODP-
1 Ha 241 Hegene nevyeHna B KaxKaom n3 rpynn

* BTOpMYHbIe KOHEeYHble TOYKMU:
Yactota HA

YacTtoTta runeprnnkemunn n CAl
KAnHUYyeckme aaHHble

cDYHI'(LI,I/II/I neyvyeHm " noYyek



PAPE: BTOpUYHblE KOHEYHble TOYKH

. p<0.0001 HbA1c Glucose
0= - 200 . .
_ [ p<0,0001 1 = 807 p<0.0001 ' p=0.02 | 117 p<0.0001 ' p=0.38
t\: ‘I § 75+ = 101
h 15+ 150 < - 3
o g £ £ 91
E 1.2x ULN S =10 £
S .. TS g o = A
£ 104 -100 8 g 65 : -
— < R [#]
2 » 1 u ?'
& c 2
", g 6.0 0 §-
X
0.5 - 5 0
E 0 'g 5.5 [ [ I | [ I | 5 I I I I I I |
U & 0 12 4 B 32 3k 48 0 12 4 28 32 3% 8
— IGF-1level (n=15) = Pegvisomant dose (n=46) o Weeks Weeks
0.0 0
(') 1'2 2'0 2'4 * PAS-LAR-induced hyperglycemia was inversely related to baseline insulin secretion (Stumvoll, r=- 0.37, p=0.005)
Weeks + Two-thirds of patients required initiation or change of antidiabetic medication by 24 weeks

* Normal IGF-I levels was achieved in 77% of patients; PEGV dose reduction was 52% * HbAlc levels at baseline were the most important predictor for development of diabetes at week 24

ekECE 2020



Boisoabl PAPE

* MMacupeotna Ha 20% spPpeKTUBHEE, MO CPAaBHEHUIO C aHaNOraMu
COMATOCTaTUHA 1ro noKoneHUA

* UccnepoBaHune PAPE npoaemoHCTpmpoBaso, 4to 25% naumeHTos
MOTYT NOJIy4aTb /ie4eHne TO/IbKO nacmpeoTngom

* Peueccna onyxonun Habntoganacb y 73,3% naumeHtoB (n=33), a
pa3mMep onNyxoam ymeHbLliunaca Ha (225%) vy 33,3% naumeHtos (n=15)

* [MpeanonoxuntenbHo, bnoxmmmnyeckme adppeKTbl peasin3oBaHbl 3a
cyeTt Bo3aencTema Ha SSTR2?, a peueccma onyxonmn obycnoBneHa
BAMAHMEM Ha SSTR57

ez



Moscow, Russia

( The United RuSSian Registry 3 H u ! The National Medical Research Center for Endocrino
- - TR . -
on patients with acromegaly * LM. Sechenov First Moscow State Medical 5 SECHENOV

University (Sechenov University), Moscow, Russia UNIVE RS
Zh. Belaya’, O. Golounina?, L. Rozhinskaya!, M. Isakov?, A. t
o E: 2 i - ¢ : X aya-, : g ok a§ On * Voronezh Regional Clinical Hospital No.1,

Lutsenkol, E. Przhiyalkovskaya'!, E. Pigarova!l, G. Panyushkina®, *health Voronezh, Russia
A. Dreval®, G. Melhichenko! ¥ Aston Consulting, < S MONIKI M. F. Viadimirskiy Moscow

Moscow, Russia \Qwﬂ' ©  Regional Scientific Research lnstuute.
AIM ./ Moscow, Russia :
To analyze the epidemiological, demographic and clinical characteristics of acromegaly in P
the Russian Federation and the effectiveness of various treatment methods - . 0.96

96 - 192

MATERIALS AND METHODS 10228
The object of the study was the database of the united Russian registry of patients with 384 - 4,81
pituitary tumors with specific analysis of patients with acromegaly. We analyzed 4114 481 -577
patients with acromegaly included in the online system by February 2019 ’ 5.77 -6.73

RESULTS —

The average age of patients at the onset of the disease was 42.7 years, at the stage of
diagnosis - 45.8 years. The ratio of men to women was 1:2.6. 32% of patients had
complete clinical and laboratory remission of the disease 68% of patients have no  Ocrcotde (96%) — 36%
remission, among them 22.5% had significant improvements in clinical presentations and

decrease in GH and IGF1 without IGF-1 normalization. Among patients with acromegaly and

hypopituitarism complications such as hypothyroidism (66%) and hypogonadism  Kobergolo (270)
(529%) were registered more often followed by secondary diabetes mellitus (15.7%) and

acromegalic arthropathy (15%).

The prevalence of acromegaly per 100 000 inhabitants
(only region participating in the Registry are shown)

pe  —

e Lanrcoude (156) 13%
6%
= SIS 9.6% S00%
L
Ta— | e L= |
B a0 8. 7% Remission was
.5 achieved in 40.47% ® no remission  Mincomplote remission  ®@ remission
a Mos after neurosurgery Patients receiving medical treatment for acromegaly at the time of the study (n=1209)
s 177% and in 28.95% after
& do% » medical treatment
as a first line CONCLUSIONS
10% 3-‘,‘ therapy (p<0.01). Remission of acromegaly remains suboptimal despite increased surgical activity,
0-8“ which corresponds to global trends. Long-acting lanrecotide was significantly
o%

superior versus long-acting octreotide in the rate of acromegaly remission.
Unfortunately, each treatment method separately does not allow to achieve
remission of the disease in the vast majority of patients, which requires combination

before 2012 2013-2018 20162018
Evolution treatment of acromegaly in 2011-2019 in Russia according to the Registry

® Radistion therapy ™ Neurosurgical treatment Madical reatment of several types of therapy.




AKTyanmsauma noaxonos K HabaoaeHWo naLmeHToB
B nepuoa snngemmnn COVID-19

CtpatuduKauma pucka

ALMUHUCTPATUBHbIE peLleHUn

KoHTpoaupyemoe

nnan pemuccuma:
- BupTtyanbHble (oHn-

NauH) NOBTOpPHbIE
KOHCyNbTaumm

- He peKomeHpyeTcA
U3MEHATb cxemy
NleyeHnA B TeyeHune 6
MeCALEB, 3a
NUCKNOYEHNEM

noAasneHnAa KJINHUYECKU
3Ha4YUMbIX CMMNTOMOB

Busyanusauyus
- CHM3NTbL 4yacToTy
npoBeaeHns
nccnenoBaHmA ana
CHUXKEeHnA PUCKa
MHOUUNPOBAHUSA
- OThoXunTb
nposeaeHme
nccnenoBaHmA no
BO3MOXHOCTU
- OueHkKa nonemn
3peHus

COVID-19 «+»:

- HesamepgnmntenobHas
BUPTYanbHaA
KOHCY/bTaumMA Ana
oueHkn samanma COVID-
19 Ha YPOBEHb
KOpTU30/a
(HepOCTAaTOYHOCTD),
passuTme HA,

conyTCcTBYOLWMX 3a6-HUI




AKpomeranua n bepemeHHocTb: guideline

* R.6.1.Mpu noarotoBke K 6epeMeHHOCTU Y }KEHLWNH C aKpOMeranmen cneayet NPoBecTU OLUEHKY aKTUBHOCTU
3abonesaHuA, HaanMuMA conyTCTBYOWMX 3aboneBaHnim n GepTUNbHOCTU

O6ocHOBaHMe:
* AKpomeranua moxeT b6bITb NpuynHom becnnogms

* TeyeHue HTT, caxapHoro anabeta, apTepmanbHON rMNepTeEH3UM MOTYT NPOrPECCUPOBATL NPU
H6epemMeHHOCTH, OKa3blBas HEraTMBHOE BIMAHME KaK Ha COCTOAAHME 340P0BbA MaTEPU, TaK M NN0AA

* Taknum obpa3om, peKOMEHA0BAH TLLATENbHbIN KOHTPO/Ib aKPOMEraanmn U OCNOKHEHUMN
* Bo Bpemsa 6epeMeHHOCTU cneayeT NPOAO/IKUTL TLLATENbHbIA MOHUTOPUHT TAMKeMun n AL

* Macc-a¢PeKT onyxonn TakKe Bbi3biBaeT 06eCNnoOKOEHHOCTb, MO3TOMY B KQYeCTBe NOATOTOBKU K
bepemMeHHOCTM ceayeT NPOBECTM OLEHKY Pa3MepPOB OMNyXoau



AKpomeranua n bepemeHHocTb: guideline

* R.6.2.Mpwu BNepsble BbISBNEHHON aKPOMETraMnUK Yy XKEHLLNH, FOTOBALLMXCA K 6epeMeHHOCTH, B KayecTse
NeYyeHua nepBo IMHUM PEKOMEHA0BAHO XMPYPrMYecKoe yaaieHne onyxoam

O6ocHOBaHue:

e Xupyprmyeckoe fNevyeHme peKoOMEeHA0BaAHO KEHLWMHAM, FTOTOBALWMMCA K bepeMeHHOCTH, Npu BNepBsbie
BbISIB/IEHHOM aKpOMEraamu

° an HEBO3MOXKHOCTU PaaUKA/IbHOTO yaa/l1eHUA ONYyXO/IN PEKOMEHOOBAHO npoeegeHne UMTopeayKTMBHOIo
XNPYpPrm4ecKoro sMmeLllaTe/1bCrBa, 0CobeHHO B Chy4yae gasaeHne Ha Xxmaamy mn UISMeEHeEHUA 3pEHUA

* PeweHune AOMKHO ObITb NPUHATO B cneunaimnanpoBaHHOM UEHTpPE

Buchfelder M & Schiaffer SM. Pituitary. 2017; Chanson P et al. Expert Rev Endocrinol Metab. 2019



AKpomeranua n bepemeHHocTb: guideline

* R.6.3. VY }KEeHLMH C yMePEHHbIMU NPOABAEHNAMMN aKpoOMeranmm, 6e3 ocnoxkHeHun 3abonesaHua m
PErynApPHbIM OBY/IATOPHbIM LIUK/IOM, Ie4EHNE MOXKET ObITb OT/IOXKEHO A0 POAOB

O6ocHOBaHue:

* Y naumeHToOK C ymepeHHbIM nosbiweHnem NPP-1 3HauyeHne 3TOro ropMoHa, Kak nNpaBua0, CHUKAETCA BO
Bpemsi bepeMeHHOCTU, HAacTynaeT yayyleHne KAMHUYECKUX CUMITOMOB

° Hapﬂ,u,y C 3TUM, KpaMHe HU3KUM PUCK KAUHUYECKN 3HAUYUMOTO POCTa ONYXO/UN NO3BONAET OTIOKUTb NN

OTMEHUTb Ha4a/10 JieveHnAa 00 poaoB, eC/iun 6ep6MEHHOCTb 3aln1aHNPOBaHA B banxKanwen CPOKHN N ecnu
pa3mepbl ONyXo/in HE Bbi3blBAOT onaceHumn

* C Apyroi CTOPOHbI, €CNY HapyLLeHa OBYNATOPHOCTb PEryi1apHOro MEHCTPYaibHOTO LUMKAA, MPU HOPMaJibHbIX
3HAYEeHUAX NPONAKTUHA, NeYEHNE aKPOMETaIUN MOMKET NONOKUTENBHO NOBAUATHL HA OBYNALMUIO

Caron P et al. J Clin Endocrinol Metab 2010; Dias M et al. Eur J Endocrinol 2014; Jallad RS et al. Cli

n Endocrinol 2018;
Vialon M. et al. Clin Endocrinol 2019; Hannon AM et al. Eur J Endocrinol 2019; Chanson P et al. Expert Rev Endocrinol
Metab. 2019; Grynberg M et al. ) Clin Endocrinol Metab 2010; Nomikos P et al. Eur J Endocrinol 2005



AKpomeranua n bepemeHHocTb: guideline

* R.6.4.Mpepnaraetca (Mbl Npeanaraem) sKeHwWwmHam ¢ akpomeranmen, rotoBawMmcsa K bepemeHHOCTUN U
KOTOPbIM NMOKA3aHO NeYeHne akpoMeraanm ,B ciydae HEBO3MOXKHOCTU XMPYPTrMUYECKOro IeYeHus,
Ha3sHaYeHWe OKTpeoTuaa unu kabepronmnHa. MersMcomaHT cnesyeTt UCNONb30BaATb B C/y4aAX, PE3UCTEHTHbIX
K 1eYEeHUt0

O6ocHOBaHue:

* Ecnu nonHoe xupypruyeckoe yaaneHne aileHoMbl HEBO3MOXHO, MOXKHO HavyaTb TepaneBTUYEeCcKoe sieveHune,
XOTSl HET JIEKAPCTBEHHbIX CPEACTB A/1A IeYeHUss aKpoOMerainm Bo Bpemsa bepemeHHOCTH, 0a0bpeHHbIXx EMA r
FDA.

* Cne,u,yeT NPOoBECTU OUEHKY PUCKaA U MNOJIb3bl NPMMEHEHUA NEKAPCTBEHHDbIX CPEACTB BO BPEMA 6@p€M€HHOCTM

{atznelson L, et al. ) Clin Endocrinol Metab. 2014. 6



AKpomeranua n bepemeHHocTb: guideline

* R.6.4.Mpepnaraetcs (Mbl Npeanaraem) *KeHLmHam ¢ akpomMeraaumen, rotossnumcs K bepemeHHOCTU U

KOTOPbIM MOKa3aHO /ie4eHne akpomeraamm ,B ciy4yae HEBO3MOXKHOCTU XUPYPTrMUYECKOro ieyeHus,

Ha3Ha4YeHune OKTpeETNda U1 Ka6epronMHa. [lerBucomaHT cneayet ucnoaib3oBaTb B C/iyHaAaeX, PE3UCTEHTHbDLIX
K n1e4yeHnio

O6ocHOBaHue:

[locToBepPHbIE AaHHblE O HEXKeNaTebHbIX ABNIEHMAX Y MaTepu UAM Nnoaa Ha poHe NPUMEHEHUA NAKHTPEOoTMA],
OKTPEeoTMAa UM KabeproanHa oTCyTCTBYIOT.

Ecnn roBopuUTb KOHKPETHO, eveHne KabeproMHOM M NnpenapaTtamu nepsoro nokoneHna ACCT, He npuBoAUO K
NOBbILEHWUIO PUCKA PA3BUTUA BPOXKAEHHDbIX aedekToB (1,9%, no cpaBHeHuto ¢ 2,4% B obwen nonynaummn B EBpone)

Y 70% naumneHToK nevyeHune npenapatamm nepsoro nokoneHmna ACCT 6b110 npeKpalleHo B TeyeHne 1ro TpmmecTpa
bepemeHHOCTU

Kak npasuno, 6epeMeHHOCTb npoTeKana 6e3 OCﬂOHHGHMﬁ, poAabl B yCTaHOB/1EHHbIE CPOKU, POCT N BEC HOBOPOXKAEHHDLIX
COOTBETCTBOBAJZ1 HOPpME, 3a NCKNOYEHNEM pO)-K,EI,EHMVI KPYMNHbIX NA1040B

B mecTe c Tem, uncno Habnogaemoix bepemeHHoOCTEN O6bI0 HeEHGONbLWMM ANA GOPMYANPOBKM OAHO3HAYHbIX
pekomeHaaumm. HecmoTpa Ha NPUHAA/IEXKHOCTb K Pa3/IMYHbIM KaTeropmsam no knaccudukaumnm FDA, npeanoyteHnn K
OAHOMY M3 NMpenapaToB: OKTPeOoTMA, UNN NAHPEOoTUL, HeT.

Chanson P et al. Expert Rev Endocrinol Metab 2019 6



AKpomeranua n bepemeHHocTb: guideline

* R.6.4.Mpepnaraetca (Mbl Npeanaraem) sKeHwWwmHam ¢ akpomeranmen, rotoBawMmcsa K bepemeHHOCTUN U
KOTOPbIM NMOKA3aHO NeYeHne akpoMeraanm ,B ciydae HEBO3MOXKHOCTU XMPYPTrMUYECKOro IeYeHus,
Ha3HaYeHWe OKTpeTnaa nau KabepronmHa. NersMcomaHT caeayeTt UCNOMb30BaTb B C/IyYasex, Pe3UCTEHTHbIX

K IeYeHUIo
O6ocHOBaHue:
* OnbIT NPUMEHEHNA NEersMcomMaHTa BO Bpems bepemMeHHOCTU orpaHnYeH

* [aHHble 0 35 6epemeHHOCTAX, HACTYNUBLLUNX HA POHE NPUMEHEHUS NErBUCOMAHTA (27 KEeHWMH 1 9
MY¥KYMH), OTMEHEHHOIO MaTePAM B NEPBbIA TPMMECTP bepeMeHHOCTH, He NpeanonaraloT pa3BuTune
HEeXeNaTebHbIX ABIEHUA B OTHOLEHUN MaTepu UAnN naoaa

* Teme He meHee, YMCNO Ha6J'II-O,£I,eHl/II\/'1 H€6OI'IbLLIO€, YTO HE NO3BONAET PEKOMEHAO0BATL Npenapart a4
npnmmeHeHnA BO BPEMA 6ep8MeHHOCTI/I

van der Lely AlL, et al. Endocrine. 2017. 6
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e R.6.5. Mbl npegnaraem oTMEHUTb NPUEM NIEKAPCTBEHHbIX CPEACTB ANA IeYEeHMUA aKpoMeraamm npum
YCTaHOB/IEHUN BepeMeHHOCTH

O6ocHOBaHue:

* 1o NnpUYMHE TOro, YTO AaHHbIE O NPUMEHEHUN NAHPEOTUAA, OKTPEOTUAA UAM NErBUCOMAHTA BO BPeEMS
6epeMeHHOCTM OrpaHUYEHbI, B C/ly4ae ee HACTYN/IeHUA, Ne4YeHne A0MKHO ObITb OTMEHEHO NO
coobpaxeHnsam 6e3onacHoOCTU

* BBuay TOro, yto 6epeMeHHOCTb NPUBOAUT K PE3UCTEHTHOCTM K TOPMOHY POCTa, NPEeKpalleHne ieyeHns B
Luenom besonacHo AnA NauneHTKU

* [loKasaHUAMU 414 Ha3HAYeHMA nevyeHuns MOTYT ObITb: CUNbHbIE FO/I0OBHbIE 6OJ'II/1, SHAOKPUHHbIE CUMNTOMDI
Uan BAMAHNE ONyxosan Ha 6nm3ne>«au1,|/|e CTPYKTYpbI

Chanson P et al. Exp Rev En docrinol Metab 2019; Dolk H, et al. Adv Exp Med Biol 2010
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* R.6.6. Bo Bpema bepemeHHOCTN He pekomeHayeTca onpeaeneHue P namn NOP-1
O6ocHOBaHue:

* Bo Bpems bepemMeHHOCTN NpoAyLMpPYeTCa YeNoBeYeCKMIA NAaLEeHTapPHbIN TOPMOH POCTa, KOTOPbIA MOMKET
NepeKkpecTHO onpeaenaTbca Npu 1abopatopHom uccnegosaHum MNP

* B nepBom Tpumectpe bepemeHHOCTU MaTepPUHCKUN NDP-1 cHuKkaeTtca Ha 30%, 3aTem NOCTENEHHO
NOBbILLAETCA, AOCTUIaA NMKa Ha 371 Heaene rectauum

* Takum obpasom, onpeaenenne MOP-1 n I'P aBnaeTca KAMHUYECKU HE3HAYNUMbIMU U MOSTOMY He
pPEKOMEeHA0BaHbI

Katznelson L, et al. J Clin Endocrinol Metab. 2014; Liao S, et al. Endocrinology. 2018; Abucham J et al. Eur ] Endocrinol 2017;

hini ML, et al. Pituitary. 2015; Chellakooty M et al; J Clin Endocrino )04; Caron P et al. J Clin Endocrinol Metab

2010; Dias M et al. Eur J Endocrinol 2014; Jallad RS et al. Clin Endocrinol 2018; Hannon AM et al. Eur J Endocrinol 2019.
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* R.6.7. Mbl npegnaraem 6epemeHHbIM ¥eHLMHam ¢ 60bLMMKN pasmepamm afeHOMbl UK NPU BAN3KOM
PaCMOJIOKEeHUU K XMasme, nposegeHne MPT u HelipoodTanbmosiormyeckoro ob6cnesoBaHna perynapsaHo

O6ocHOBaHue:

* Bo BpemA HOpManbHOro npoTeKatowen bepeMeHHOCTU TMNodU3 MOXKET YBENNUYMBATLCA Ha 45%,
npeApacnonaraa K pasBuUTUIO CMMATOMOB KOMMNPECCUu

» [10 KOHL@ HEAAICHO, MOXKET /I bepemMeHHOCTb POCT cyllecTBOBaBLel paHee MP-npoayumpyrowen ageHoMbl,
HO OTMEHAa NeYeHNA aHa0raMmM COMaTOCTaTUHA MOXKET NPUBECTM K 06paTHOMY POCTY aZlEHOMbI

* HaDYLUEHlAe 3PEHUNA BCTPEYAIOTCA PEAKO, B TO BPEMA KaAK NroJ1IOBHbIE 6011 6ecnokoAT yacto

* B HEKOTOPbIX C/Iy4anax NPU HAIMUYUKU KAUHUYECKMX CUMNTOMOB BO3MOXKHO npoBeaeHne MPT 6e3 KOHTpacTa
BO BTOPOM W/IM TPETbEM TPUMECTPaAX BepeMeHHOCTH, NPeanoYTUTENbHO A0 POAO0B

* [peanoyTeHue cneayeT oTAaTb OLEHKE NOJEN 3peHUsi, B 3aBUCUMOCTU OT KNIMHUYECKUX MPOSABIEHUNA U
HaLUMOHANbHbIX peKoMeHaaL N

Kupersmith MJ, et al. Ann Intern Med. 1994; Cozzi R et al. Eur uki L et al. Endocr J. 2012; Jallad RS et

al. Clin Endocrinol 2018; Chanson P et al. Expert Rev Endo ), Caron P et al. J Clin Endocrinol Metab 2010;

Dias M et al. Eur J Endocrinol 2014; Jallad RS et
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* R.6.8. Mbl npeagnaraem BO30O6HOBUTL Jie4eHUE A/19 KOHTPOS POCTa aA€HOMbI, MPU HATUUYUKN TAKENbIX
KNMHUYECKMX NPOoABAEHUIM (Hanpumep, CUbHbIE r0/10BHble 601K), XapaKTEPHbIX AN aKPOMEeraamu

O6ocHOBaHue:

* JleyeHune NEKAPCTBEHHbIMM CpeaCcTBaMU NepBOro nokoneHmns AC pekomeHa0BaHO Npu NOABAEHUN
KNAMHUYECKUX MPU3HAKOB POCTa ONYX0/M C HapYyLUEHUEM NOSIEN 3PEHNA NAN HEBPONOTMYECKMMMU
OC/IO}KHEHUAMM

* PeKomeHA0OBaHO TepaneBTUYECKOE nev4eHne, daxXe HeCMOTpPA Ha TO, YTO XUPYypPruvyecroe evyeHune
OTHOCUTENbHO He30nacHo BO BTOPOM TPUMECTPE

* [INnTenbHOCTb 1e4eHnA 3aBUCUT OT BbIPaXKEHHOCTU KAINUHUYECKNX I'IpOFlBJ'IEHMVI

Graillon T et al. Pituitary 2019; Fassnacht M et al. Clin Endocrinol 2001; Caron P et al. J Clin Endocrinol Metab 2010; Hannon
AM et al. Endocrinol Diabetes Metab Case Rep. 2019; Hisano M et al. Arch Gynecol Obstet. 2006; Jallad RS et al. Clin Endocrinol
! 1

2018; Takeuchi K et al. Obst Gynecol 1999; Yap AS et al. Am J Obstet Gynecol. 1990; Cheng V et al. Pituitary 2012; Chanson P et

al. Expert Rev Endocrinol Metab. 2019; Dias M et al. Eur ] Endocrinol 2014; Jvialon M et al. Clin Endocrinol 2019
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* R.6.9. Mpun akpomeranmm 4onycTMmo rpyaHoOe BCKapM/IMBaAHNE U HE NPOTMBOMNOKa3aHO, HO Mbl
pekomeHAyem NPMHMUMATb BO BHUMaHWE MHAMBUAYANbHbIE 06CTOATENBCTBA TaKME KaK NPUEM
NNEKAaPCTBEHHbIX CPEACTB M aKTUBHOCTb 3aboneBaHusA

O6ocHOBaHue:
* B uenom rpyaHoe BCKapMaMBaHME BO3SMOXKHO U HE NPOTUBOMNOKA3aHOo

* U3 coobpakeHnit besonacHocTn npumeHeHne AC 1 NnerBMcoMaHTa B Nepuog rpyAHOro BCKapM/IMBaHUSA He
PeKoMeHa0BaH

Atmaca A et al. Exp Clin Endocrinol Diabetes. 2006; Caron P et al. J Clin Endocrinol Metab 2010; Cheng V et al.
Pituitary 2012; Colao A et al. J Clin Endocrinol Metab 1997; Cozzi R et al. Eur J Endocrinol 2006; Chanson P et
al. Expert Rev Endocrinol Metab. 2019; Dias M et al. Eur J Endocrinol 2014; Persechini ML et al. ]. J Gynecol 6

Obstet Biol Reprod (Paris). 2014
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* R.6.10. Mbl peKkOMeHAYyeM NPOBECTU NOBTOPHYIO OLEHKY aKTUBHOCTM 3aboneBaHmnsA nocne 6epemeHHOCTH
O6ocHOBaHuUe:

* MNocne 6epemMeHHOCTM MOXKET HAaCTYNMUTb BOCCTAHOBAEHNE CUMMNTOMOB 3a601€BaHMA, NO3TOMY MOXKET
noTpeboBaTbCA paHHee BO30OHOB/IEHNE /IEYEHUS

* PekomeHA0BaHO nposeaeHue nosTopHoro MPT nccnenoBaHMa nocne poaopaspelleHma (6es ragonvmHms B
C/ly4yae rpyaHoro BCKapM/nMBaHMA)

Caron P et al. J Clin Endocrinol Metab 2010; Dias M et al. Eur J Endocrinol 2014; Jallad RS et al. Clin En

2018; Kasuki L et al. Endocr J. 2012; Persechini ML et al. ]. J Gynecol Obstet Biol Reprod (Paris). 2014; Okada Y

et al. Endocr J. 1997; Chanson P et al. Expert Rev Endocrinol Metab. 2019 E 7






