3 iVF Riga Holding

©e
g

Mitipar auglibas
saglabasanu

o)

‘ dzemdibu specialiste,
IVF Riga Holding CEO




"g ]
v

iVF Riga Holding

—

GES

IntereSu pazinoSana

IVF Riga klinikas valdes priekssedéetaja
Reproduktologijas specialiste, ginekologe, dzemdibu
specialiste

Lektore regionala limeni (Merck Serono, Ferring
Pharmaceuticals, GryNumber Health, Gedeon
Richter utt.)

Medicinas doktora grads Latvijas Universitate

LCRB (Latvijas Cilveku reprodukcijas biedribas)
valdes locekle




iVF Riga Holding

"g ]
v

Lekcyas jautajumi

01
02

03

04

Vaivisam sieviet€ém nepiecieSams
saglabatolStinas?

Vaiolnicu stimulacija nepasliktinas
pamatdiagnozes prognozi?

Vaipietiks laika to izdarit lidz staru vai
kimijterapijas sakumam?

OlStnu izdzivoSanas procents un vai
talak varceret uz gritniecibu?
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Vaivisam sievietém nepiecieSams
saglabat olSunas?

1. Sievietes 5 gadu izdzivosanas procents.

2. Gonodatoksisko preparatu izmantoSana un to
efekts.

3. Sjevietes vecums un olsunu rezerves.
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Statistika par onkologiskajam
saslimsanam Latvya

Pirmreizeji registreto laundabigo audzéju gadijumu
skaits sadalijuma pa regioniem

* Laundabigie audzeji ir otrs biezakais naves Gads Skaits Uz 100 000 iedzivotaju
célonis Latvijas iedzivotaju vidu. 2013 11764 584.5
2014 11640 583,8

* |k gadu ~10-11 tukstoSiem Latvijas iedzivotaju

tiek diagnosticéts laundabigais audzéjs, ~5,5 2015 11459 5795
tUkstosi ik gadu nomirst laundabigo 2016 11501 586,9
audzéju del. 2017 12168 626,5
2018 11419 592,5
2019 11204 585,4
2020 10325 543,3
2021 9596 509,2
2022 10739 571,4
2023 10741 572,1

SPKC, Veselibas statistikas datubaze; https://statistika.spkc.gov.lv/pxweb/Iv/Health/Health__Saslimstiba_Slimibu_lzplatiba__Onkologija/ONKO021.px/



https://statistika.spkc.gov.lv/pxweb/lv/Health/Health__Saslimstiba_Slimibu_Izplatiba__Onkologija/ONKO021.px/
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Vaivisam sievietém nepiecieSams
saglabat olSunas?

Pirmreizéjo onkologisko pacientu uzskaite 2023. g., sadalijums pa laundabiga audzé&ja lokalizacijam un
regioniem, absolUtajos skaitlos

Audz&ia veids Kopa Rigas statistiskais Pierigas statistiskais Vidzemes statistiskais Kurzemes statistiskais Zemgales statistiskais Latgales statistiskais
S . <0 — - _ ' n e — . ) P: regions regions regions regions regions regions
Dia gnozi krUts vezis” Latvi IEX k o 074 v 0 562, o Ties 507 w
. . . . C€00-C10 (Lapas, mutes dobums,

d t 'l 2 O O A rikles mutes daja) 224 101 39 43 36 20 24 79
gadu uzzina aptuvenl sieviesu, 15 (Bartbas vacs) 13 3 ” 1 % s 3 2
= . . C16 (Kungis) 403 170 70 54 66 47 66 129
| IeC I n a S p K( d atl C18 (Resna zarna) 660 308 135 87 120 58 8 27
M C€18-C21 (Kolorektala dala) 1106 488 214 149 200 106 162 359

€19-C20 (Sigmveida un taisnas zarnas
savienojums, taisna zarna) 413 165 74 60 73 4 73 120

C21 (Taplis (anus) un tapla kanals

* Gan pasaulé, gan Latvija (cants nety 5 s ; . ; . ; "

€22 (Aknas un intrahepatiskie

M - M H = s = ultsvadi) 157 77 30 23 19 25 12 58
saslimstiba palielinas un vairak 2 s dceceacy o o o H .
. . . . €32 (Balsene) 97 40 29 25 7 14 1 2
C34 (B hi lau3as) 730 255 122 116 156 97 106 190
slimo gados jaunas sievietes. e — : 4 ; 1 : ;
c43 ﬂdas melanoma) 263 134 55 41 34 25 29 103
o o C44 7 —— — ikl 7 T 8
° u 7| 1 S\ /A1 3 H A 1 Krit: 1154 565 221 148 196 110 134 41
Krats vezis ir navejosakais veza tips e
. . — — — dzimumorgani, maksts) 62 28 10 T KAl 4 8 23
€53 (D: des kakls) 178 64 25 22 37 23 31 50
sievietem ES. 2023. gada no krats a 2 g 2 g H
- M 4 M - M M p—4 €56 (Olnicas) 243 103 47 41 40 31 28 77
veéza priekslaici gi mirusas 411 ot resn o o s 2 B s o s
. . C62 (Seklinieks) 29 17 4 4 1 3 3 14
C64 (Niere) 428 147 89 65 91 49 76 108
S I eVI etes‘ c67 1U:r::ﬂslis) 500 201 100 92 97 53 55 147
C71 (Galvas smadzenes) 151 56 27 27 28 16 23 38
C73 (Vairogdziedzeris) 244 122 45 23 30 27 42 87
C76-C80 (Neprecizi apziméti,
sekundari un nelokalizéti) 377 170 62 44 90 29 44 127
C81 (Hodzkina limfoma) 40 26 8 1 5 2 5 19
C81-C96 (Limfoidie, asinsrades un
radniecigie audi) 512 231 114 69 85 59 64 159
5 . . _ €82-C85 (Ne Hodzkina limfoma) 206 9 49 25 22 26 32 64
SPKC, Veselibas statistikas datubaze; €90 (Multipla mieloma un faundabigi
https;//statistika.spkc.gov.lv/pxweb/lv/Health/Health__Saslimstiba_Slimibu rTrT—— o = 7 o = o 5 o

_lzplatiba__Onkologija/ONKO030.px/chart/chartViewColumn/ €92 (Mieloleikoze) “ 15 6 8 9 2 9 14



https://statistika.spkc.gov.lv/pxweb/lv/Health/Health__Saslimstiba_Slimibu_Izplatiba__Onkologija/ONKO030.px/chart/chartViewColumn/
https://statistika.spkc.gov.lv/pxweb/lv/Health/Health__Saslimstiba_Slimibu_Izplatiba__Onkologija/ONKO030.px/chart/chartViewColumn/
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Vaivisam sievietém nepiecieSams
saglabat olSunas?

RZe f R A 1. attéls. Latvija ir loti liela atSkiriba starp dzimumiem saslimstiba ar vézi ize arama
Veéza izraisita mirstiba vija ir fott Kiriba starp Vecuma standartizéta novériama
Vecuma standartizéta saslimstiba uz 100 000 iedzivotaju, apléses, 2022. g.

mirstiba no krats véZza uz 100 000

Latvija 2021. gada bija 900 sievieZu
tresa augstaka ES+2 800 78 30
valstis. Neraugoties uz 700 o84
5 _ _— &L
zemo saslimstibu ar vezi 600 Visiciti 313 (40 %) 25
sieviedu vida Latvij3, 500 Vi 282 4199 ant 8 o527 U
a = Urinpazla 56 (7 %) 20
mirstiba (206 uz 100 000 00 o _uanesion vz o 27
sievietem) bija par 12 % 300 v 93 (125 Visi citi 236 (549
—_ —_ Kolorektalais 79 (10 %) 2zemdes kermena 27 (3 04) 15
augsta ka neka ES 200 Koloraktalais 93 (14 %) Dzemdes kermena 32 (7 %) Kul::;::i: ‘5:::],_ =
Vldéjals réthé_JS (]84 uz 100 Prostatas 225 (29 %) Ll a o)
. . _ Prostatas 154 (23 %) Krits 110 (25 %) Kriits 148 (30 %) 10
100 000 sievietém). 0
Latvija Latvija 5
No 2011. lidz 2021. gadam viriesi O Slevietes @
ve 2 a iZ ra iSTt a mirstib a Piezimes: 2022. gada skaitli ir apléses, kuru pamata ir fepriek3éjo gadu saslimstibas tendences, un tie var at$kirties no pédéjos gados g
e o —ee— . . novérotajiem raditajiem. letver visas véza lokalizacijas, iznemot adas vézi, kas nav melanoma. Corpus uteri (dzemdes kermena vézis) 2011 2021
Latvija samazinajas ti kai Vézis neietver dzemdes kakla vézi. = -
o) T A R Avots: Eiropas véza informacijas sistema (ECIS). No https.//ecis.jrc.ec.europa.eu, skatits 10.03.2024. © Eiropas Savieniba, 2024. Sievietes
par 8 % viriesu Vld uun pa r Saslimstibas procentualais sadalijums tika parrékinats, pamatojoties uz vecuma standartizétu saslimstibu, un tadéejadi tas atskiras

5 % sieviesu vidu. no ECIS timekla vietné paradita absolato skaitlu procentuala sadalijuma.

OECD European Cancer Inequalities Registry Valstu véza profili 2025, Veselibas statistikas datubaze; https://www.oecd.org/content/dam/oecd/Iv/publications/reports/2025/02/eu-country-
cancer-profile-latvia-2025_21c08462/f674523f-Iv.pdf



https://www.oecd.org/content/dam/oecd/lv/publications/reports/2025/02/eu-country-cancer-profile-latvia-2025_21c08462/f674523f-lv.pdf
https://www.oecd.org/content/dam/oecd/lv/publications/reports/2025/02/eu-country-cancer-profile-latvia-2025_21c08462/f674523f-lv.pdf
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Vaivisam sievietém nepiecieSams
saglabat olSunas?

Staru terapijas un kimijterapijas
ietekme uz reproduktivo funkciju
1. >25g.v. péc arstésanas (staru un/ vai
kimijterapija) spontana grutnieciba
<5%.
2. Staru terapija:
* 4-6Gy — neatgriezeniskas izmainas
olnicas
» |idz 4Qy -
folikulu.

et boja 50% primoridialo

10°% —

...............................

‘A:oocyte -

™~ _ Surviving percentage is.
.population_ . _l_ (point E /point B) x 100
at birth :
5
Lo R e Ee
R e e
s Ll
= o
= ]
= ]
240 sreiis l C: untreated
2 R Ve B menopause -
a2 : at51yrs
S 2
2L o i 5 :
Wb e NGRS G s e g s S
popujauonarterj D
gy = = difference in oocyte population after treatment
—— Faddy-Gosden solution for early menopause
= = ftranslation of menopause from 51 to 13 yrs
5 . . —— Faddy-Gosden model assuming no treatment
100 10 20 40 50

30
Age (years)

No. 346-Advanced Reproductive Age and Fertility Liu, Kimberly E.Case, Allison et al,, Journal of Obstetrics and

Gynaecology Canada, Volume 39, Issue 8, 685 - 695
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Vaivisam sievietém nepiecieSams
saglabat olSunas?

Staru terapijas un kimijterapijas ietekme uz reproduktivo funkciju

Bojats folikuls pec 20 Gy

Bojats folikuls péc 5 kimijterapijas kursiem
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Vaivisam sievietém nepiecieSams
saglabat olSunas?

Kimijterapija ietekme uz
ovarialo rezervi

T S

Noteikti asocigjas ar ovarialas rezerves izstkumu

Nitrogen mustard Mechlorethamine (alkylating agent)
L-phenylalanine mustard Mechlorethamine (alkylating agent)
Chlorambucil Chloroethylamine (alkylating agent)
Cydophoaphamide Melphalan Chlorosthylamine (alkylating agent)
Melphalan Mechlorethamine (alkylating agent)
Busulfan Alkylalkane sulfonate (alkylating agent)
Procarbazine Substituted hydrazine
Dacarbazine Alkylating agent
Doxorubicin Anthracydine

lesp&jams asoci&jas ar ovarialas rezerves izstkumu

Vinblastine Vinca alkaloid
Cytosine arabinoside (Ara-C) Antimetabaolite
Cis-platinum Heavy metal
Carmustine Nitrosourea (alkylating agent)
Lomustine Nitrosourea (alkylating agent)
VP-16 Podophyllotoxin
Imatinib Tyrosine kinase inhibitor
Methotrexate Antimetabolite
Fluorouracil (5-FU) Antimetabolite
6-mercaptopuring Antimetabolite
Vincristine Vinca alkaloid
Mitomycin Antibictic (alkylating agent)

Welt CK, Shapiro CL. Ovarian failure due to anticancer drugs and radiation. In: UpToDate, Martin, KA (ed), UpToDate, waltham, MA 2013. Copyright @2013 UpToDate, Inc. For more information visit
o InE At SO

11
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VainepiecieSams saglabat olSunas?

1. Olsunu rezervju samazinasanas 107 ' . . :
dzives gaita ;
&0 T e = 106
2.0lsunu kvalitates samazinasanas
[}
Q
o
Re c - = 105
Reproductive Medicine and e}
Reproductive Biology .
Medicine and . o
Biology Volume 14, Issue 4 N
S 100
g 10 3
pzd 75
10 | 20
1t - 25
Oocyte aging underlies female reproductive 102 ) . e P . ]
2tgr|ér‘ltge:gli)éosloglcal mechanisms and therapeutic 0 10 20 30 20 o 50

Age (years)

View article page

Ilgarashi, H., Takahashi, T. and Nagase, S. (2015), Oocyte aging underlies female reproductive aging:
biological mechanisms and therapeutic strategies. Reprod Med Biol, 14: 159-169.
https://doi.org/10.1007/s12522-015-0209-5

Proportion of poor quality oocytes (%)
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VainepiecieSams saglabat olSunas?

Fertility preservation in patients

- undergoing gonadotoxic therapy or
1. ESHRE rekomendacijas - GnRH gonadectomy: a committee opinion asrm

antagonistu protokols; SO S

American Society for Reproductive Medicine, Birmingham, Alabama

v

Female Fertility

3

Estrogéenpozitivas slimibas
gadijuma jalieto antiestrogénu
terapiju; Var apsvert
dubultstimulacijas izmantosanu;

www.eshre.eu/guidelines

2. ASRM rekomendacijas - olnicu

o
stimulacija jauzsak péc iespéjas Preservation
étrék; Izmantot GnRH- @ Guideline of the European Society of Human
antagonistu protokolu; Krits < Reproduction and Embryology
véza gadijuma papildus ("’@
gona dotro pl Nniem- aromatazes Egﬁgs Female Fertility Preservation Guideline Development Group

inhibitori/ tamoksifens
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() Vaiolnicustimulacija
nepasliktinas
pamatdiagnozes prognozi?
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Vainepasliktina pamatdiagnozes prognozi?

Hormone-Dependent Hormone-Independent

1. Hormonaktarigie — kruts véezis, i b PR
dzemdes un olnicu vezis . : 1 . ]
Estrogen Progesterone Growth Factors
[55] - L - {FGlF. EIGF}

2. Hormonali neatkarigie - \‘..

3. Asins vézis - . Ras
(—-___*
P e I -

How harmenes drive cander inftlatien and recurrente.
THERAPEUTIC FOCUS - Addressing the Unmet Need for Improved Treatments of Female Cancers,
2023, https://drug-dev.com/therapeutic-focus-addressing-the-unmet-need-for-improved-

treatments-of-female-cancers/
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Vainepasliktina pamatdiagnozes prognozi?

1. Estrogénu receptorpozitivi audzeji -
2. Progesterona receptorpozitivi audzeji

vezis.

kruts, olnicu vezis.
— endometrija

3. Estrogénu un progesterona receptorpozitivi audzeji —

kruts, olnicu vezis.

. Progesterone (PR)

Je—,

PR receptor

PR Stimulate the cell

OESTROGEN FUELS THE GROWTH AND DIVISION
OF BREAST CANCER CELLS

OESTROGEN
MOLECULE
~ g
- -
- ~

OESTROGEN PROGESTERONE
RECEPTOR RECEPTOR

| Binds to DNA

and changes

‘gene activity
3 2

DNA

LA
Signals tell cell
to keep dividing

https://news.cancerresearchuk.org/2015/07/0
8/solving-a-breast-cancer-mystery-why-do-
double-positive-women-do-better/

through PR receptor

https://labpedia.net/progesterone-receptor-pr-for-breast-cancer/
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Vainepasliktina pamatdiagnozes prognozi?

Is controlled ovarian stimulation safe in patients with hormone
receptor-positive breast cancer receiving neoadjuvant chemotherapy?

ESMD
OPENIE

FQR DPT|MAL C. Benvenuti', L. Laot®, T. Grinda’, M. Lambertini*’, B. Pistilli"* & M. Grynberg®

CGANGER CARE Volume 9 w Issue 2 m 2024

1. Olnicu stimulacija estrogena e
rece tor OZitTVU audzé'u aCientém Study Period Population Sample size  OS NoOS  HR+ eBC  Follow-up Outcomes in the averall Outcomes in HR+ and/or NAT
p p _J p (%) (years) ions subgroup
. . op — e Chien et al, 2017~ 20102017 Al patients in the neoadjuvant 82 E7) a8 37 (45) 56 S-year PTS: 79.2% versus B24%  No analysis according to €BC
neizraisa komplikacijas = pumd e
. os 5 r, lower
stage
. . Letourneau 20072017 Neoadjuvant setting: 85 (41%) 329 207 12 162 (42) 35 and 3.8 43-manth DFS: HR+ eBC: na significant DFS
2 T k f = | t | t < et al, 2020° versus 59 (48%) 93% versus 94%, hazard ratio difference in 0S and non-0S
. a I I I O S I e n a u n e ra Zo a I Z I I l a n oSa n a 05 cohort: more aggressive 0.7 (95% CI 0.3-1.7) cohorts [hazard ratio 0.4 (95%
disease {younger, more likely to cl0.1-16)]
0 = 0 = 009 oN,= receive chemotherapy, higher 05 cohort: no significant DFS
obligata stimulacijas laika Tte cn e 5 gt e i N v o
* grade) NAT [hazard ratio 1.4 (95% CI
. 02-9.1)]
- Use of tamoxifene-controlled ovarian hyperstimulation for fertility Moravek et al, 2021 20052018 NAT: 39 (25%) versus 29 (17%) 332 157 175 242(73) 4and 62 RFS: no significant difference HR+ eBC: no significant RFS
” . . (P = 0.459) difference in 0S versus non-0S
THE preservation before breast cancer treatment: A prospective cohort study RR for mortality: 0.52 cohorts (P = 0.408)
B REAST with a 5-year follow-up 95% C1 0.1-2.73) 05 cohort: no significant RFS
difference in HR+ versus HR—
A. Dezellus ® S Mna]]le F. Deper]:er B. Sauterey”, P.-E. Bouet ", A. Dessaml S. Duros®, RRin NAT(L:m:m' AT: 037
AS. Gremeau M.-A. Mouret -Reynier ®, L.M. Durand”, L. Venat', P. De Blay’, M. Robe}t (95% Cl 0.07-1.89) ’
T. Freour °, M. Campone ", A. Blanc-Lapierre *, V. Bordes®’ Rodriguez-Wallberg 1999-2013 NAT: 23 (15.5%) versus 87 526 148 78 346 (66) 6.6 versus 5.8 RFS: no significant difference HR+ eBC:
i https:/ -doi.org,-'1 01016/ j.bregs:.202 4103776 etal, 2018% (23%) (IRR 0.6, 95% CI 0.37-1.17) EFS in OS versus non-05:
Received 17 June 2024; Received in revised form 8 July 2024; Acceptad 10 July 2024 hazard ratio %Z}*" cos
. | Awailable online 3 August 2024 NAT:
Received: 20 June 2020 RR for recurrence in OS versus
bt Frontiers in Oncology non-05: 0.1 (95% CI 0.02-
Published: 07 October 2020 0.77)
Kim et al,, 2016™ 20022014 05 cohort: Presurgery: 106 337 120 7 159 (47) 5and 6.9° RFS: no significant difference 05 cohort: no significant RFS
H (88%) Post-surgery: 14 (12%) [hazard ratio 0.77 (0.282.13)] difference in: HR |- versus HR—
Efficacy and Safety of Controlled el o
Ovarian Stimulation With or Without likely 10 be N+ and HR— ST
- ini i Mufioz et al,, 2019°" 20082016 NAT: 20 (13.5%) versus 32 259 148 11 207 (80) 5 mDFS: 63.9 versus 60.6 months mDFS in pre- versus post-
Letrozole Co-administration for
iy - - (35.1%), # = 0.001 (Ns) surgery OS: 58.4 versus 64.7
Fertility Preservation: A Systematic Pre surgery 05: 25 (17%) mOS: 67.2 versus 65.9 months months (NS)
- - Post- Os: 123 (83%) No diffe i rality rate
Review and Meta-Analysis e between pre. and postsurgery
os

Benedetta Bonardi ¥, Claudia Massarotti”', Marco Bruzzone*, Oranite Goldrat®,
Giorgia Mangili, Paola Anserini®, Stefano Spinaci®, Luca Arecco™, Lucia Del Mastro™,
Marcello Ceppi*, Isabelle Demeestere < and Matteo Lambertini -+

DFS, disease-free survival; eBC, early-stage breast cancer; HR, hormone receptor; IRR, incidence rate ratio; NAT, necadjuvant treatment; NS, nol significant; OS, ovarian stimulation; PFS, progression-free survival; RFS, relapse-free survival; RR,

relative risk.

“Follow-up available only for 70% of the patients.
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Vainepasliktina pamatdiagi

1. Olnicu stimulacija estrogéna
receptorpozitivu audzeéju pacientem
neizraisa komplikacijas.

2. Tamoksiféna un letrazola izmantosana
obligata stimulacijas laika.
- | Use of tamoxifene-controlled ovarian hyperstimulation for fertility
THE preservation before breast cancer treatment: A prospective cohort study

BR EAST with a 5-year follow-up
A. Dezellus 5’*{ S. Mirallie®, F. Leperlier °, B. Sauterey®, P.-E. Bouet®, A. Dessaint®, S. Duros®,
AS. Gremeau', M.-A. Mouret-Reynier %, L.M. Durand”, L. Venat’, P. De Blay ', M. Robert®,
T. Freour °, M. Campone ", A. Blanc-Lapierre *, V. Bordes *'

- https://doi.org/10.1016/].breast.2024.103776

Received 17 June 2024; Received in revised form 8 July 2024; Accepted 10 July 2024

_| Available online 3 August 2024
Received: 20 June 2020

Accepted: 01 September 2020 i ol id[<I &3 g W @] glete] lo1e )%
Published: 07 October 2020

Efficacy and Safety of Controlled
Ovarian Stimulation With or Without
Letrozole Co-administration for
Fertility Preservation: A Systematic
Review and Meta-Analysis

Benedetta Bonardi ¥, Claudia Massarotti”', Marco Bruzzone*, Oranite Goldrat®,
Giorgia Mangili, Paola Anserini®, Stefano Spinaci®, Luca Arecco™, Lucia Del Mastro™,
Marcello Ceppi*, Isabelle Demeestere < and Matteo Lambertini -+

Outcomes in the overall
populations

E
G

Table 2. Studies evaluating the impact of OS in early breast cancer patient

Study

Chien et al, 2017

Letourneau
et al,, 2020*

Moravek et al., 2021

Rodriguez-Wallberg
et al, 2018%

Kim et al.,, 2016°"

Mufioz et al,, 2015°

Period

2010-2017

2007-2017

2005-2018

1999-2013

2002-2014

2008-2016

Population
All patients in the neoadjuvant
setting
0S cohort: younger, lower

stage
Neoadjuvant setting: 85 (41%)
versus 59 (48%)
0S cohort: more aggressive
disease {younger, more likely to
receive chematherapy, higher
stage and trend to higher
grade)

INAT: 39 (25%) versus 29 (17%)

NAT: 23 (15.5%) versus 87
(23%)

05 cohort: Pre-surgery: 106

(88%) Post-surgery: 14 (12%)

The pre-surgery group more
likely to be N+ and HR—

NAT: 20 (13.5%) versus 39
(35.1%), £ = 0.001
Pre-surgery 05: 25 (17%)
Post-surgery 0S: 123 (83%)

S-year PFS: 79.2% versus 82.4%

(P — 0.784)

18
ognozi?

43-month DFS:
93% versus 94%, hazard ratio
0.7 (95% C1 0.3-1.7)

stimulation safe in patients with hormone
st cancer receiving neoadjuvant chemotherapy?
RES: no significant difference

M. Lambertini®®, B. Pistilli'* & M. Grynberg®

(P = 0.459)
RR for morality: 0.52
(95% €1 0.1-2.73)

RES: no significant difference
(IRR 0.66, 95% Cl 0.37-1.17)

RFS: no significant difference
[hazard ratic 0.77 (0.28-2.13)]

mDF5: 63.9 versus 60.6 months
(NS}
mO5: 67.2 versus 65.9 months

INSI

lmm administration

Outcomes in the overall
ions

5-year PFS: 79.2% versus 82.4
(P =0.784)

43-month DFS:
93% versus 94%, hazard ratio
0.7 (95% C1 03-1.7)

RFS: no signi
(P = 0.459)
RR for mortality: 0.52
(95% CI 0.12.73)

RFS: no significant difference|
(IRR 0.66, 95% Cl 0.37-1.17)

RFS: no significant difference
[hazard ratio 0.77 (0.28-2.13]

mDFS: 63.9 versus 60.6 month
(Ns)
mOs: 67.2 versus 65.9 monthf

Outcomes in HR-+ and/for NAT
subgroup

No analysis according to eBC
subtype

HR+ eBC: no significant DFS
difference in OS and non-0S
cohorts [hazard ratio 0.4 (35%
€l 0.1-16)]
05 cohort: no significant DFS
difference in NAT versus non-
NAT [hazard ratio 1.4 (95% CI
02-9.1)]

HR+ eBC: no significant RFS
difference in 0S versus non-0S
cohorts (P = 0.408)
0S5 cohort: no significant RFS
difference in HR+ versus HR—
(P = 0.890)

RR in NAT versus non-NAT: 0.37
(95% CI 0.07-1.89)

HR+ eBC:

EFS in OS versus non-05:
hazard ratio 0.35 (95% Cl 0.18-
0.66)

NAT:

RR for recurrence in OS versus
non-05: 0.11 (95% CI 0.02-
0.77)
0S5 cohort: no significant RFS
difference in: HR- versus HR—
[hazard ratio 0.63 (95% CI 0.06-
5.31), P = 0.75]; pre- versus
post-surgery (P = 0.44)
mDFS in pre- versus post-
surgery 0S: 58.4 versus 64.7
months (NS)

No difference in mortality rate
between pre- and post-surgery
05

DFS, disease-free survival; eBC, early-stage breast cancer; HR, hormone receptor; IRR, incidence rate ratio; NAT, necadjuvant treatment; NS, nol significant; OS, ovarian stimulation; PFS, progression-free survival; RFS, relapse-free survival; RR,

relative risk.

“Follow-up available only for 70% of the patients.
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Vainepasliktina pamatdiagnozes prognozi?

~ . v . - Letrozole or Tamoxifen co-administration 1 .
Saja plasaja retrospektivaja

during fertility preservation for patients = s
petijuma, kura piedalijas R MO affected by breast cancer 12 1
primreizeji diagnosticétas krats oo 8 bttt e S .
véza pacientes, kuram veica — perii
olsunu saglabasanu ar . :
tamoksiféenu vai letrozolu, starp 0 |

abam arstesanas grupam oo
netika noverotas butiskas oo " Docyte matury e
atskiribas rezultatos. Letrozola oo 230%143%

grupa tika sasniegts zemaks oo

maksimalais E2 limenis un c e r;;z%:::;:.:;, “piii.izc:r;:f

endometrija biezums. "

M Letrozole mTamoxifen
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Vainepasliktina pamatdiagnozes prognozi?

1. Uzmanibu!

Progesterona receptorpozitivu audzeéju grutniecibas laika palielinas riski
audzeja recidivam, tiek ieteikta surgacija.

2. Cilveka epidermala augsanas faktora receptora 2 (HER2) klatbutne

HER2 receptora palielinata aktivitate nevar but kontrindikacija olstunu g;;s;:.i';f:;,ﬁ
saglabasanai. -
Journal of Clinical Oncology”

An American Society of Clinical Oneslogy Journal

EMD
OPEN

ity
GANGER GARE - . . n
Pregnancy After Breast Cancer: A Systematic Review and Surrogacy and ethics in women with cancer
- Susan V. Carr
) ) Meta-Analysis St s ety o e, e v
Safety of pregnancy after breast cancer in young women with hormone
receptor-positive disease: a systematic review and meta-analysis Authors: Matteo Lambertini, MD_PhD © 7, Eva Blondeaux MD. Marco Bruzzone, MSc & |, Marta Perachino, MD &, Richard A. Anderson, MD @, https:|/dolorg/10.1016/Lbpobgyn 2018.11.001
. ) . - . 1521-6934/e> 2018 Published by Elsevier Ltd.
L Arecco™!, E. Blondeawx®!, M. Bruzzone®, M. M. Latocea?, E. Mariamidze®, 5. Begijanashvili®, E. Sokolovic’, G. Gentile?, Evandro de Azambuja, MD, PhD =, Philip D. Poorvu, MD *=', Hee Jeong Kim, MD, Cynthia Villarreal-Garza, MD, PhD =, Barbara Pistilli MD "=, Ines
G. Scavone?, 5. Ottonello’, A. Boutros™?, I Vaz-Luis®, C. Saura'®, R. A. Anderson', |. Demeestere'?, H. A. Azim, Jr', . ; N : . .
E. de Azambuja®, F. A. Peccatori'®, L. Del Mastro'2, A. H. Partridge’® & M. Lambertini®2* Vaz-Luis, MD, PhD "=, Cristina Saurs, MD, PhD *=', Kathryn J. Ruddy, MD, MPH "=, Maria Alice Franzoi, MD &', Chiara Serfoli MD, Marcello Ceppi,
@ Msc &, Hatem A Azim Jr, MD, PhD ‘&, Frederic Amant, MD, PhD *, |sabelle Demeestere, MD, PhD *=/, Lucia Del Mastro, MD ¥, Ann H. Partridge,
Available online 23 October 2023

MD, MPH . Dlivia Pagani, MD, and Fedro A Peccatori, MD, PhD SHOW FEWER AUTHORS INFO & AFFILIATIONS

Publication: Journal of Clinical Oncology » Yolume 39 Number 20 = https://doi.org/10.1200/JC0.21.00535
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Vainepasliktina pamatdiagnozes prognozi?

ESMD

Safety of pregnancy after breast cancer in young women with hormone
ic review and

itive disease: a

ESMD
OPEN

Available online 23 October :

Retrospektivu kohortas péetijumu sistematiska metaanalize paradija, ka grutnieciba pacientiem ar
hormonu receptoru pozitivu agrinu kruts vezi anamnéze ir drosa, bez negativas ietekmes uz
prognozi.

Table 1. Main characteristics of the studies included in the meta-analysis

Table 1. Main characteristics of the studies included in the meta-analysis
Reference Country Years Study design Mean/median Patients Patients  Mean/ Mean/median [Matching Outcomes Risk of
age at with without median fime follow-up time [Eriteria for bias®
diagnosis in pregnancy pregnancy from in pregnancy [Fhoosing
pregnancy after HR+ after BC n diagnosidto versus no tontroks/
VErsus no BC, n pregnandy pregnancy bontrolling
pregnancy hort Factors
cohort
Valentini  Canada, 1985 Retrospective 32.5 versus 21 B6 Mean: 2 10.2 years (not ge, BRCA 15 years High
etal, USA, 2010 cohort study  33.8 years [not years (nd only HR-) nutation, survival rate
2m3* Europe, only HR+) only HR-| tountry of
Asia tesidency, date
bf breast cancer
Hiagnosis, date
bf completion
bf baseline
huestionnaire
Mye et al, USA 2000 Retrospective 34.2 versus 32 29 Within 5 9.2 versus 6.5 [Age, stage st DFS Moderate
2007 2010 cohort study  36.1 years years years Hiagnosis
Lambertini Europe Before Retrospective 32.0 versus 194 492 Median: §.7 96 years ER status, nodal DFS in HR4  Low
etal., 2007 cohort study  35.0 years (not years (nd btatus, adjuvant (primary)
20$8% only HR+) only HR| raatments, DFS in HR—,
bge, year of os
fiognosis  (secondary)
Anderson  Scotland 1981- Retrospective 31.0 versus 102 612 Median: 8.1  15.8 versus [Year of os Low
etal, 2018 cohort study 32.0 years (not years (ng 14.7 years (not fdiagnosis
2022% only HR+) only HRY)  only HR+)
Bacetal, Komea 2004 Retrospective 32.2 versus 549 557 Median:[B.3 82 years lhge at 0s High
20227 2014  cohort study  40.0 years {not years [n diagnosis,
only HR+) only HR-§] adjuvant ET/CT/
RT

Reference Country Years Study design Mean/median Patients

Chuang
etal,

Ravh-Hain USA
etal,
2022

Taiwan 2002-

2014

2000
2012

Patients Mean/
age at with without median tim
i sin P y pregnancy from
pregnancy after HR+ after BG, n diagnosis td
VErsUS No BC, n pregnancy
pregnancy
cohort
Retrospective 31.0 versus 87 311 Median: 3.
cohort study  32.3 years [not years [not
only HR+) only HR-+)
Retrospective 32 versus 33 240 273 Median: 2.
cohort study  years (not only years (not
HR+) only HR-)

Mean/median
follow-up time
in pregnancy
versus no
pregnancy
whort

1 4.3 versus 3.8

years [not only
HR+)

2 9.3 years (not
only HR-+)

Risk of
bias®

Matching Outcomes
riteria for

Jhoosing

jontroks/

fontrolling

bctors

bse at
Hiagnosis, year
bt diagnosis,
bropensity
beore for
pregnancy, ime
bo pregnancy/
DFS event

e, year at
Hiagnosis,
ctage, grade,
ER/PgR/HER2
status, CT/RT/
Lurgery, race/
thnidty,
rnedian

0s Moderate

s Moderate

ncome,
nsurance at
Hiagnosis,
(marital status,
Charlson
Fomorbidity
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Vainepasliktina pamatdiagnozes prognozi?

Stimulacija pacientem ar hematologiskajiem audzejiem

- Ovarian response to stimulation for fertility preservation in women
o with hematologic cancer
s Crynecology

1. Olnicu reakcija péc stimulacijas sievietém ar . Obscics " Tifany Brum, Ludivine Dior, Syvie alard Piane Bales Mathilde Domin”,
[ —_— . . —_ - . . . -_— —_— mhl'sm:
hema‘EoI'Q_glsku Vvezi ir lidziga tai, kas ir vispareja ) Received 17 June 2020
populacija. "~ Received in revised form 25 August 2020
. . . Lo . Accepted 23 September 20220
2. Petijjumirada, ka 62% sieviesu, kuras meginajusas === = * Available online 30 September 2020
lenemt bernu pec veéza arstésanas, sasniegusas vismaz
vienu grutniecibu.

| JOURNAL ARTICLE
| Hematologic cancers in women: from fertility
% . preservation to post-cancer fertility outcomes
& human 1
reprod ucllong-
=
f W E Goldenberg, C Sonigo, S Rakrouki, C Vinolas, F Eustache , V Puy , C Willekens,,

J Lazarovici, C Sifer, C Becquart ... Show more

j o s Oocyte Cryopreservation Outcomes in
Women With Hematological Malignancies
Undergoing Chemotherapy—A Systematic

Review and Meta-Analysis

Stéphanie Dufour MD ' 2 & &, Sophie-Anne Gagné BSc 3, Aaron Jackson MD ¥,

Lesleigh Abbott MD #, Clara Q. Wu MD M5c 1 *
Received 17 December 2024, Accepted 4 March 2025, Available online 27 March 2025, Version of
Record 18 April 2025.

.| Human Reproduction, deaf071, https://doi.org/10.1093/humrep/deaf071
& Published: 30 April2025  Article history v
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1. 8 nedélas no operacijas lidz papildterapijas uzsaksanai.

2. Stimulaciju varam veikt jebkura momenta, neatkarigi no menstruala cikla.

24
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Ka veikt sagatavoSanu sieviete1?

Conventional start |La'lolollicular phase start |
) ¢ o O oo
_ o wigit + Aromatase inhibitorTAM retrieval
1. Etaps: olnicu sagatavosana _
- oo |,
- Naturalais cikls 1 N i
« Olnicu kontroléta stimulacija 1 1 [P
. . . . _ Withdrawal hCG or )
10 - 15 dienas, ir iespejams sakt besding GrRrtagonist  d gy [[CARMSRBORS  oocyte
. — - = . . — visit  + Aromatase inhibitor TAM refrieval
jebkura menstruala cikla diena. o l___'
S8 (o) E:Ilgeetion visit antagonks! + Aromatase inhibitor TAM refrieval e  nial Docyte
_______________________ o l vish = Aromalase inhibtolTAM  retrieval
W'“"d]'ﬂ“ﬂ‘ hCa or hOG or GnRH agonist  hCG or GnRH agonist
bleeding GnRH agosnis! “"mf?l:;ﬂ‘ o Agon! oranin aganis
Cakmak. Ovarian stimulation in cancer patients. Fertil Steril 2013.

14 Day
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OlSunu 1zdzivoSanas procents un vaitalak
varcerét uz grutniecibu?

Oocyte vitrification for fertility
Vitrifikacija - atras sasaldésanas metode, kas balstas uz preservation for both medical and
strauju temperatdras pazeminasanu 1sa laika, kristalizacijas "0"med|ca| reasons
veidoSanos novers ar specialiem krioprotektantiem. e e

# IVIRMA Valendia, Valencia, Spain, and ® IVIRMA Madrid and Universidad Rey Juan Carlos, Madrid, Spain

Fertility
and Sterility

Fertility and Sterility® Vol. 115, No. 5, May 2021 0015-0282/$36.00
ht ©2021 American Society for Reproductive Medicine, Published by Elsevier Inc.
htps:lidoi.org/10.1016/ fertnstert. 2021.02.006

Oocyte survival rates and clinical outcomes with the use of vitrified oocytes for fertility preservation in different populations.

Author Indication  Mo. of patients ~ No. of warming cycles  Mo. of warmed oocytes  Survival rate (%)  Clinical pregnancy rate (3)  Live birth rate (%)
Sanchez-Serrano et al, 2010 (32)* Onco-FP 1 1 9 100 100 100
Kim et al., 2011 (33) Onco-FP 1 1 7 714 100 100
Garcia-Velasco et al, 2013 (34)* Onco-FP 1 1 4 25 25
EFP 26 26 191 848 423 19.2
Alvarez et al., 2014 (35) Onco-FP 1 1 8 875 100 100
Da Motta et al., 2014 (36) Onco-FP 1 2 19 50 50
Martinez et al, 2014 (37) Onco-FP i1 11 65 923 545
Perrin et al., 2016 (38) Onco-FP 1 1 =1 100 100 100
Cobo et al., 2016 (24)* EFP 137 148 1,182 852 462 209
Doyle et al. 2016 (39) EFP 128 1,283 86.1 57.1 386
Specchia et al., 2019 (40) Onco-FP 11 14 73 863 30.8 15.4
Diaz-Garcia et al., 2018 (16)* Onco-FP 49 773 36.4 291
Cobo et al., 2018 (26)* EFP 641 680 5,830 839 50.7 337
Onco-FP 80 81 605 818 14 31
Wennberg et al,, 2019 (41) EFP 38 49 393 78 263
Cobo et al., 2020 (42)* Endo-FP 485 529 4531 832 459 46.4

Noter Totals have not been caloulated because the studies marked with asterisks (%) belong to the same investigators; therefore, the data may be overlapping. EFP = elective fertility presenvation; endo-FP = fertility presendation in patients with endometricsis;
anco-FP = oncological fertility presendation.

Cobo. AP results—elective and medical reasons. Fertil Sterl 2021,
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Olsunu vitrifikacija:
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OlSunu 1zdzivoSanas procents un vaitalak
var cerét uz gritniecibu?

Long-term storage of vitrified oocytes does
not affect pregnancy and live birth rates:
analysis of 5362 oocyte donatlon cycles

Marc Torra-M *, Irene Miguel-Escalada™*, Rita \

Amelia Rodrisuez”

@ 2023 Reproductive Hu]lhcale Led. Pnhl !Ined by Elsevier Ltd_ All rights reserved.

*Cor author_ E in es (1. Miguel-Escalada). https-//doi org/10 1014/ rbmo. 2023 .04 019
1472-6483/ 2023 Reprodu umllmlmrzl_ld Published by Elsevier Ltd. All rights reserved.
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FIGURE 1 Adjusted values as predicted by linear regression of oocyte survival rate (left) and fertilization rate (right) for each category of cocyte storage
time included in the study. Each time category was statistically compared with the reference group (=1 year) using lincar regression medels. Qocyte
survival (>1to =2 years, P = 0.1623, >2 to =3 years, P = 0.9773, 91.06% for =3 to <4 years, P = 0.9354, and 88.91% for =>4 years, P = 0.9375). The
fertilization rate after intracytoplasmic sperm injection (=1to <2 years, P = 0.9924, =2 to <3 years, P = 01312, =3 to <4 years, P = 0.8978, =>4 years,

P = 0.999%).



iVF Riga Holding
e 30

OlSunu 1zdzivoSanas procents un vaitalak
varcerét uz grutniecibu?

Live birth rate after female fertility preservation for . Reproduction, Vol.38, No.3, pp. 489-502, 2023
cancer or haematopoietic stem cell transplantation: a Advance Access Publication on November 24, 2022  https://doi.org/ 10.1093 /humrep/deac249
systematic review and meta-analysis of the three

main techniques; embryo, oocyte and ovarian tissue h

s uman
cryopreservatlon a o ‘ re p roduction
E Fraison , S Huberlant, E Labrune , M Cavalieri , M Montagut , F Brugnon , B Courbiere &

Table IV Female fertility preservation for cancer or haematopoietic stem cells transplantation.

Embryo cryopreservation Oocyte vitrification Owvarian tissue
cryopreservation
LER after IVF 41 (3448, I 0%)* 37 (26-39, P 0%)* 19 (15-24, I 1B5%)*
Women with at least one live birth after IVF 43 (36-50, F: 0%)* 37 (25-39, P 0%)* 17 (13-22, P 0%)*
Miscarriage 22 (14-30, P: 0%)* 11 (6-19, P 0%)* 14(9-21, *: 33%)*
Spontaneous LBR 33 (25-42, F: 46.1%)*=
Women with at least one spontaneous live birth 32 (2341, P 51%)*=

Live birth rate (LBR as %) and percentage of miscarriage estimated for each fertility preservation method.
Percentage of events with two-sided Cl estmated over all the publications; haterngern‘qr_.rt.

*Fixed effect model.

*Random effect model.
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O] Viennozimigivajagsaglabatol3iinas.
02 Pie hormonalatkariga audzeja var saglabat 0
olStnas.

1) Progesterona receptorpozitivs

- Grutniecibas iznesasana Saubiga, bet ar stimulaciju var saglabat olSunas.

2) Estrogenu receptorpozitivs

- Tamoksifena vai Letrozola lietoSana stimulacijas laika pasarga no estrogenu limena
pieauguma.

3) HER2receptori

- Nav korelacijas ar stimulaciju

31




"g ]
v

iVF Riga Holding

03

04

Secinajumi

Olnicu stimulacija parsvara nepagarina laiku
starp kirurgisko procedtiru un kimijterapiju un/
vaistaru terapiju uzsakSanu.

Olstinu sasaldéSanas metodes ir lab1attistitas,
droSas un metode ir ar labu 1znakumu.

32
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