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1.  ACOG Committee Opinion No. 589. Fertil Steril 2014;101:633-634.
2. Johnson JA et al. ] Obstet Gynaecol Can 2012;34:80-93.
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National Institute for Health and Clinical Excellence. Fertility: assessment and treatment for people with fertility problems (February 2013). NICE Clinical
Guideline. Available at: http://www.nice.org.uk/nicemedia/live/14078/62770/62770.pdf (Last accessed June 2014).
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Image from: Broekmans
et al (2010)

1. Hansen KR et al. Fertil Steril 2011;95:170 - 175. The Practice Committee of the American Society for
Reproductive Medicine. Fertil Steril 2011;98:1407 - 1415.

2. Nelson SM. Fertil Steril 2013;99:963 - 969.
3. Broekmans FJ et al. Fertil Steril 2010;94:1044 - 1051.



AMH is produced by granulosa cells, from pre-antral and
antral follicles.
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Anti-Mullerian hormone (AMH) and
folliculogenesis
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Primodial Primary Secondary Preantral Small antral Preovulatory

1. AMH inhibits the initial recruitment of primary follicles from the resting pool
of primordial follicles (step 1)

2. AMH inhibits the sensitivity of antral follicles to follicle-stimulating hormone
(FSH) during cyclic recruitment (step 2).

Acta Obstet Gynecol Scand 2012: 91(11): 1252-60
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2. Nelson SM. Fertil Steril 2013;99(4)963-9
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A validated model of serum antimullerian hormone (AMH)
from conception to menopause.
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Fertil Steril 2013;99:1469-75
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» To maximise the clinical utility of AMH
measurement in IVF, there is a need to
develop international standards endorsed
by a relevant regulatory body #\

» Accepted standards would enable
consistent interpretation of results across
centres, permit lot-to-lot reliability to be
assessed by manufacturers and allow
assay performance to be evaluated over

time ¢

1.  LiHW etal. ] Assist Reprod Genet 2012;29:1443-1446.

2. Nelson SM et al. Fertil Steril 2014;101:523-529.
3. Welsh P et al. Hum Reprod 2014;29:1035-1041.
4.  Nelson SM. Fertil Steril 2013;99:963-969.
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* Operator-dependent testing increases

the risk of human error, which would
be minimised by an automated assay

* An automated assay would save time
and allow more efficient use of
laboratory resources

1.  LiHW etal. ] Assist Reprod Genet 2012;29:1443-1446.
2. Nelson SM et al. Fertil Steril 2014;101:523-529.
3. Welsh P et al. Hum Reprod 2014;29:1035-1041.
4. Nelson SM. Fertil Steril 2013;99:963-969.
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* Validated age-specific ranges are required
to interpret results effectively and would

allow appropriate counselling to be
offered of the basis of test results

Li HW et al. ] Assist Reprod Genet 2012;29:1443-1446.

Nelson SM et al. Fertil Steril 2014;101:523-529.
Welsh P et al. Hum Reprod 2014;29:1035-1041.
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Elecsys® AMHZ 7 4 #§ (Complement) :7-+ 3§

Elecsys® AMH
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Free in
solution

.Y, Ve -

Anti-AMH capturing antibodies (IgG) - AMH Free anti-AMH antibodies (IgG)

Immobilized to the inside wall of Free in solution
each well of the ELISA plate’ - Complement

= The Elecsys® AMH assay uses the same antibodies as

= AMH values reported with an ELISA-based AMH assay have been ELISA-based assays; however, no complement interference is
lower than expected'? observed*

= This is potentially due to complement interference = This is due to the unique assay format, which uses free
preventing the binding of AMH to assay antibodies'? IgG antibodies in solution that are not prone to

complement binding*

1.  Han X etal. Hum Reprod 2014;29:1042-1048.
2. Beckman Coulter. Urgent Field Safety Notice AMH Gen II ELISA (REF A79765).
3. Beckman Coulter. AMH Gen II ELISA package insert 2013.
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Two new automated, compared with

two enzyme-linked immunosorbent,
antimullerian hormone assays

Scott M. Nelson, Ph.D.,? Bwa Pastuszelk, M_S_,b" Grzegorz Kloss, M_S_,b lwona Malinowska, M_S_,b
loanna Liss, Fh_D_,bArc-n Lukaszuk, B_S_,b Lukasz Plociennik, Fh_D_,b and Krzysztof Lukaszuk, M.D_, Ph.D.b<d

2 School of Medicine, University of Glasgow, Glasgow, United Kingdom; ® NVICTA Fertility and Reproductive Center,
Gdansk; © Department of Nursing, Medical University, Gdansk; and © INVICTA Fertility and Reproductive Center, Warsaw,
Poland

Objective: To compare new automated antimiillerian hormone [AMH) assay performance characteristics from the new automated
Elecsys AMH (Roche; Elecsys) and Access AMH (Beckman Coulter; Access) assays with the existing AMH Gen 11 ELISA [enzyme-linked
immunosorbent assay; Gen II; Beckman Coulter] and AMH ELISA [Ansh Labs) assays.

Design: Prospective assay evaluation.

Setting: University-affiliated clinical chemistry laboratory.

Patient(s): Patients referred for serum AMH measurement (n = 83) before start of in vitro fertilization cycle between September 2014
and October 2014,

Intervention(s): None.

Main Outcome Measure(s): Serum .Muﬂ-l concentration.

Passing-Bablok regression equations (pmol/L) were y [ﬁmess] = 0. IEE + [(0.781 = Een m); and ¥ [ﬁccess] 0302 + [0.742 x Amh] For
v [Elecys) = 0,087 + [0.729 x Gen II) and vy (Elecys) = 0.253 + [0.688 x Ansh Labs). For y [Elecys) = 0.943 — [0.037 x Access). For all the
assays, AMH exhibited a moderate positive correlation with AFC [r = 0.62-0.64); number of cumulus cocyte complexes (r = 0.60-0.64);
and metaphase II oocytes (r = 0.48-0.50). Accuracy of pregnancy prediction, as determined by area under the receiver operating
characteristic curve, was uniformly low for all assays (0.62-0.63).

Fertility and Sterility, Volume 104, Issue 4, 2015, 1016-1021.e6

12 October 2016 page 21 © 2009 Roche
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AMH value (ng/mL)
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CLOSE

A
—4—Median percentile (ng/mL)
~i-10th percentile (ng/mL)
—4—90th percentile (ng/mL)

*

|

20-24 25-29 30-34 35-39* 40-44* 45-50* PCOS*™
n=115 n=142 n=110 n=57 n=41 n=28 n=149

Age group

* Due to the lower numbers of patients in these age groups the extreme percentiles were not calculated!

** According to the revised diagnostic criteria of PCOS defined by the Rotterdam ESHRE/ASRM-sponsored PCOS consensus workshop group?

1.  Anti-Miillerian Hormone. Elecsys and cobas e analyzers package insert 2014.

2. Rotterdam ESHRE/ASRM-Sponsored PCOS consensus workshop group. Hum Reprod 2004;19:41-47.



AMHZ F’-&M\% ﬁﬂ;%’ fﬁ%ml @ Graph

CLOSE
N 5% perc. 10 perc. Median perc. 90" perc. 95" perc.
ng/mL ng/mL ng/mL ng/mL ng/mL

Healthy women (years)
20 - 24 115 1.66 1.88 3.97 7.29 9.49
25-29 142 1.18 1.83 3.34 7.53 9.16
30 - 34 110 0.672 0.946 2.76 6.70 7.55
35-39 57* - 0.777 2.05 5.24 -
40 - 44 41* - 0.097 1.06 2.96 -
45 - 50 28* - 0.046 0.223 2.06 -
PCOS women **

149 2.41 3.12 6.81 12.6 17.1

* Due to the lower numbers of patients in these age groups the extreme percentiles were not calculated!

** According to the revised diagnostic criteria of PCOS defined by the Rotterdam ESHRE/ASRM-sponsored PCOS consensus workshop group?

Obtained using the Elecsys® AMH assay in a study of a Caucasian population, with samples from 493 apparently healthy women and 149 women with PCOS (Roche
study No. RD001727)

Each laboratory should investigate the transferability of the expected values to its own patient population and if necessary determine its own reference ranges’

1.  Anti-Miillerian Hormone. Elecsys and cobas e analyzers package insert 2014.

2. Rotterdam ESHRE/ASRM-Sponsored PCOS consensus workshop group. Hum Reprod 2004;19(1):41-47.
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CV (%) " Manual

87%

B Elecsys® AMH

0.23ng/ml 0.79ng/ml 096 ng/ml  2.73ng/ml  492ng/ml 13.6ng/ml 17.96 ng/ml
HSP 1 HSP 2 PC AMH 1 HSP 3 PC AMH 2 HSP 4 HSP 5

* Run according to CLSI protocol (CLSI-EP5)

1. Schiettecatte J et al. Presented at IFCC WorldLab Congress, Istanbul, Turkey, 22-26 June 2014.
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Procain- Pheno- CLOSE
Quinidine amide Primidone Phenytoin barbital NAPA AMIK Lidocaine
Salicy “ O Lithium
Methadone ETOH
MET LsD Gentamicin %Quick Tacrolimus
BENZO =
EDDP Cocaine Serurn: Do PT INR Cyclo-A
CRP hs Fibrinogen ADPtest ’MRSA
Methaqualone Tobramycin BENZO Digitoxin D-Dimer TRAPtest RISTOtest COLtest ASPltest
Theophylline MPA LP (a) . ' .
BARB MYO NT-proBNP TropT Trop T-hs  Trop | CK  CK-MB aPTT  PTQuick DRWT @R
confirm
Opiates IGF-1 hGH AT Il APC-R LMWH Crystals KET
UFH  DRVVT
screen
Lp Thrombin time Antithrombin ©c aii
Oxycodone Parvo B 19. g Protein S
Calcitonin ACETA  CARBA AMPH Na Anti-TPO  Anti-Ty ACTH
3 Anti-TSH-R Lactate  AMY Protein C ©Owrs
pCP MPX (HIV/ ‘
HCV/HBV)
: © L) HDL APOB AP0 A1 GRHPATC  AMY-p
T4 ACP FT4 FT3  C-Peptide Cortisol ‘HEV‘
HCv RNA‘ HBsAg quant anti-HBc-lgM  anti-Hbs HBeAg
Propoxyphene Homo-
) TSH anti-HBe anti-HBc cystalne ‘WNV
HIV RNA ERY sa@
ATMG Uric acid Urea/BUN TP-U/CSF CREA enzym CREA Jaffe Cystatin C K\ ALB Micro-ALB HC
DPX
T-uptake EC
AMH DHEA-S E2 " | SHBG Testosterone (BI3V; )
A
fBhCG PAPP-A sFIt— PIGF Osteo- VitD CA Phosphorus ‘Syphllls
calcin  total
Haptoglobin CERU O—
PTH (1-84) PTH R-XLaps PINP Rubella IgG 02 TRIG P e
IgA Ca @ O O < & CMV 1gG Syphilis
anti-HAV  anti- HIV HIV-Ag
) . _ HAV IgM combi PT
IgE VitB 12 Anti-CCP Ferritin RPR Syphilis
C3c ASLO Toxo IgG Avidity IgM CMV IgG Avidity  IgM HSV-2 HSV-1  Bacteria
19G Transferrin ~ sTfR UIBC FE Folate CA 15-3 CA19-9 CA72-4 CYFRA21-1freePSA  NSE S100 PSA  Pro-GRP EGFR KRAS BRAF
PCT ALP NH3  ALT/GPT AST/GOT BIL-D BIL-T CHE GGT
IgM IL-6 Kappa Lambda Preal-
linht linht humin
=={{)=="Anemia DAT =)= Infectious Diseases Renal () Assay
Bone Endocrinology Inflammation + TDM @ Assay in different indications
=)= cCardiac Fertility =)= Metabolic === Women’s Health (1) Different assays in same indication
Coagulation —.— Hepatology —.— Oncology —.— Urine *available soon

1. Roche Diagnostics test portfolio. Available at: http://www.cobas.com/home/indications/test-portfolio.html (Last accessed June 2014).
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Thank you for your attention.

Roche Diagnostics Ltd.
6343 Rotkreuz
Switzerland

COBAS, LIFE NEEDS ANSWERS and
ELECSYS are trademarks of Roche.

All other trademarks are the property of
their respective owners.

This presentation is our intellectual property. Without our written
consent, it shall neither be copied in any manner, nor used for
manufacturing, nor communicated to third parties.



