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PANEL 5: Fibroids and Adenomyosis - Surgical Management
Chair: Ja Hyun Shin
Faculty: Prakash H. Trivedi, Antonio R. Gargiulo

Course Description

Participation in this course will provide gynecologic surgeons with an enhanced knowledge of how to tackle
complex fibroid and adenomyosis conditions. This course will provide expert recommendations on surgical
approaches for the most effective and safe outcomes from start to finish. Through case reviews and surgical
videos, the faculty will discuss important considerations for a comprehensive evaluation, preoperative
planning and intraoperative preparations, identifying when and what surgery is indicated, and technical
pearls for challenging cases. We will also discuss fertility considerations and innovative approaches to
treatment including multidisciplinary efforts.

Learning Objectives
At the conclusion of this activity, the participant will be able to: 1) Integrate advanced techniques into their
surgical management of patients with complex fibroid and adenomyosis conditions; 2)Evaluate the different
modes of minimally invasive surgical approaches for successful outcomes and 3) Recognize the benefits of a
multidisciplinary approach to care with interventional radiologists and fertility specialists.

Course Outline

11:30 am Welcome, Introduction and Course Overview J.H. Shin

Multidisciplinary Approach to Fibroids and .
11:35am . J.J. Shin
Adenomyosis

Surgical Management of Fibroids and Adenomyosis: A.R. Gargiulo
11:50 am Fertility

Considerations and Implications of Treatment

Complex Fibroid and Adenomyosis Management:
12:05 pm  Challenges P.H. Trivedi

and Novel Approaches
12:20 pm Questions & Answers All Faculty

12:35 pm Adjourn
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2NewYork-Presbyterian & Weill Cornell Medicine

A Multidisciplinary Approach to Fibroid and

Adenomyosis Surgical Management

rJa Hyun Shin, MD

Associate Professor
Director, Minimally Invasive Gynecologic Surgery
Weill Cornell Medicine/NewYork Presbyterian Hospital

Disclosure

* None

Weill Cornell Medicine 2 5 NewYork-Presbyterian

Objectives

1. Discuss benefits of a multidisciplinary approach to
fibroids and adenomyosis treatment.

2. Present development and implementation strategies
for a comprehensive fibroid and adenomyosis care
program.

3. Demonstrate examples of collaborative efforts and a
combined case approach.

4. Describe alternative treatment options to
hysterectomy in older patients

(& Weill Cornell Medicine 3 5 NewYork-Presbyterian

A paradigm shift:
MIGS as a mode of surgery-> subspecialty with a
disease-based focus

» Fibroids
o Multiple non-surgical and surgical treatment options

o Treatment considerations related to fertility and
pregnancy outcomes

* Endometriosis
o Medically challenging
o No definitive cure and need for continued management
after surgery

* Chronic Pelvic Pain

o Multisystem involvement requires multidisciplinary
approach

%) Weill Cornell Medicine 4 5 NewYork-Presbyterian

Fibroids: Multiple Treatment Options

* Medical management

» Uterine artery embolization

* MRI-guided focused ultrasound

» Hysteroscopy

+ Transabdominal radiofrequency ablation
« Transcervical radiofrequency ablation

*  Myomectomy

» Hysterectomy

+ Combination treatments

» 70% of women with symptomatic fibroids undergo hysterectomy

» 38% of women who undergo hysterectomy do not discuss
alternative treatments

» 12.5% have a myomectomy

Keller E, et al. JVIR, 2017. Tan N, et al. Jultrasound, 2014. Corona L, et al. AJOG, 2015.

(& Weill Cornell Medicine 5 5 NewYork-Presbyterian

Need for coordinated care for fibroid and
adenomyosis management

« Patients can self-refer or be referred by a non-GYN provider to
interventional radiologists for fibroid management without
evaluation by a gynecologist

« Some gynecologist may not think a minimally invasive
procedure is possible and default to referring for UAE vs a
laparoscopic or robotic myomectomy

» Timing and decision for surgery has fertility and fertility
treatment implications

« Biases in management practices by specialty

Weill Cornell Medicine 3 5 NewYork-Presbyterian
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Specialty-Specific Values Affecting the
Management of Symptomatic Uterine Fibroids
Keller E, et al. JVIR, 2017
Purpose: To better understand why interventional radiologists and gynecologists

differ in their approaches to symptomatic uterine fibroids.
Methods: Interview transcript analysis of 13 IR and 13 Gyns
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IR- strongly prioritized UFE and myomectomies as less invasive treatment options
+ Gynecologists- UFE for poor surgical candidates
+ Inter-specialty tension was perceived more strongly by IRs
(Gynecologists motivated by economic incentives and felt devalued by Gyns as
only “proceduralists”)

(& Weill Cornell Medicine 7

5 NewYork-Presbyterian

Specialty-Specific Values Affecting the
Management of Symptomatic Uterine Fibroids

Keller E et al. JVIR 2022.

The power of proximity: Effects of a multidisciplinary fibroid clinic on
interspecialty perceptions and practice patterns

» UFE referrals by the clinic gynecologists significantly increased
as did the number of combined fibroid procedures.

» Specialty-specific perceptions of fibroid treatments and
interspecialty dynamics did not change.

» Clinicians unanimously perceived the clinic and post-clinic
practice patterns as positive and distinct from their previous
work and relationships between gynecology and IR elsewhere.

) Weill Cornell Medicine 8 5 NewYork-Presbyterian

(& Weill Cornell Medicine B

5 NewYork-Presbyterian

) Weill Cornell Medicine 10

Weill Cornell Medicine Fibroid and Adenomyosis
Center

MIGS

Dr. Cynthia Arvizo
Dr. Tamatha Fenster
Dr. Yelena Havyrluik
Dr. Kristen Pepin

Dr. Ja Hyun Shin

Dr. Marc Schiffman
Dr. Nicole Lamparello
Dr. Bradley Pua

Dr. Kimberly Scherer

5 NewYork-Presbyterian

Benefits of a Multidisciplinary Team Approach

« Optimize collective knowledge and expertise .
« Enhance coordination of care l

« Decrease adverse events

« Improve patient outcomes

« Improve patient satisfaction
® 7 0

Q

(& Weill Cornell Medicine 1

5 NewYork-Presbyterian

) Weill Cornell Medicine 12

A collaborative multidisciplinary effort in action at
WCM Fibroid and Adenomyosis Center

Dedicated time, place, staff, and resources for patients
Administration and providers work together to create a clear workflow

Shorter waiting times for appointments

Same day consultations with both specialties offered

§

5 NewYork-Presbyterian
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WCM Fibroid and Adenomyosis Center Survey
- Patient experience with dual consultations

More knowledgeable G
Somewhat more knowledgeable [N

Same [l
Somewhat more confused

More confused

B Number of responses

) Weill Cornell Medicine 13 5 NewYork-Presbyterian

2) Weill Cornell Medicine 14

Management by MIGS pre/post implementation of
a multidisciplinary fibroid center

Medical mmmm—mm  P-0.458

VAE  —— P=0.038

Myomectomy

nal  — 0268

Myomectomy MIS P=0.324
Myomectomy HSC | P=0.221
DACHSC [ P=0.009

omy Abd

ominal  E— P-0.300

Hysterectomy MIS P-0.613

None  —— P=0.278
0 3 10 20 25

2019 (N=273) W2021 (N=342)

= NewYork-Presbyterian

Preop embolization and cervical myomectomy

== 40 yo with 7cm full thickness cervical fibroid

) Weill Cornell Medicine 15

2) Weill Cornell Medicine 16

5 NewYork-Presbyterian

= NewYork-Presbyterian

) Weill Cornell Medicine - 5 NewYork-Presbyterian

Preop embolization and hysteroscopic resection
of 8cm submucosal fibroid

52 yo with HMB, managed on progesterone therapy for 2 years

= NewYork-Presbyterian

2) Weill Cornell Medicine 18
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Adenomyosis
-limited surgical options

(® Weill Cornell Medicine 19 = NewYork-Presbyterian

Diffuse adenomyosis
Pain and bleeding symptoms resolved

@@ Weill Cornell Medicine 2 2 NewYork-Presbyterian

UAE is a safe and effective alternative to
hysterectomy for adenomyosis

Clinical investigation of fertility after uterine artery embolization
- Serres-Cousine et al. Am J Obstet Gynecol. 2021.

Long-term durability of uterine artery ization for of
-Ma et al. Ayst N Z J Obstet Gynaecol. 2021.

Uterine artery embolization: A review of current concepts.
- Keung et al. Best Pract Res Clin Obstet Gynaecol. 2018.

Uterine Artery ization for the Ti of is: A ic Review and Meta-
Analysis.

- de Brujin et al. J Vasc Interv. Radiol. 2017.

Uterine artery for i is: a new i of the 1-
2-3 protocol and predictive factors of MR imaging affecting outcomes.

- Kim et al. J Vasc Interv. Radiol. 2011.

(@ Weill Cornell Medicine 20 5 NewYork-Presbyterian

Complete resolution of adenomyosis and
symptoms

(@ Weill Cornell Medicine 2

5 NewYork-Presbyterian

(& Weill Cornell Medicine 23

5 NewYork-Presbyterian

64% volume reduction

24 5 NewYork-Presbyterian
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WCM Fibroid and Adenomyosis Center Survey

« Average age = 43.6 years

« Desires future fertility?
o Yes —29.4%
o No-44.1%
o Unsure —26.5%

«  ~60% previously underwent evaluation of their fibroids

% Weill Cornell Medicine 25 7 NewYorl:Presbyterian

“I want to leave this world with what | came in
with”

- 45 yr old patient

“If I have a 45 yr old patient who wants a
myomectomy she can see someone else”

- GYN at a conference
(not AAGL)

&) Weill Cornell Medicine 2 = NewYork-Presbyterian

Tailoring your surgical approach
Shared decision making

44 yo PO with symptomatic
fibroids, undesired future fertility

Plan: RA-myomectomy and
Hysteroscopy with Transcervical
RFA

% Weill Cornell Medicine 27 7 NewYorl:-Presbyterian

44yo P2 with symptomatic fibroids, desires definitive
management

Plan: RA-TLH, bilateral salpingectomy, cystoscopy

44yo PO s/p 11 IVF cycles now planning for
embryo transfer with donor egg

Plan: RA-myomectomy

) Weill Cornell Medicine 2 - NewYork-Presbyterian

Original Article

Comparison of 30-day Complication Rates between Laparoscopic
Myomectomy and Total Laparoscopic Hysterectomy for the
Treatment of Uterine Leiomyoma in Women Older Than Age 40

David Sheyn, MD, C. Emi Bretschnieder, MD, Sangeeta T. Mahajan, MD,
Sherif El-Nashar, MD, Megan Billow, MD, and Cara S. Ninivaggio, MD

ACS National Quality Surgical Improvement Program Database

Women between 40-60 yrs old undergoing laparoscopic surgery for fibroid between 2010-2016
631 myomectomies and 1231 hysterectomies

Propensity matched cohort

% Weill Cornell Medicine 29 7 NewYorl:-Presbyterian

&) Weill Cornell Medicine 30

Myomectomy in Women Older Than Age 40

[“Tablez

Operative Characterisics Suatified by Type of Surgery

o L =631) L =1262) P Vile
Operating time (min), mean + 5D 1665+ 603 15792709 03
Adnesiolysis 34(53) 9(55) )
Adnexectomy 107 636 (543) <001
Wound class >3¢ 5(08) 403) 04
Uterine weight > 250 g - 510 (40.4)

Myomas 25 removed or 2250 § 184 (29.2) - -
Conversion 10 hysterectomy 19.(10) — -
Conversion to laparotomy 2403) 5004 29
SD= ceandand e

* Wound class raminated, dirty, or infected wounds,

2 NewYork-Presbyterian
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Myomectomy in Women Older Than Age 40

Tahle 3

Complication Rates Stratified by Type of Surgery

Complication L ¥ (n=631) L ic H; y (n=1262) p Value
Any complication 37(59) £3 (6.6) 54
Perioperative transfusion 19 (3.0 2. 2
Intraoperative cystolomy 1(0.2) 37
‘Superficial surgical site infection 5(08) 33
Decplorgan space surgical it Infoction. ~ 2(03) P
‘Wound dehiscence 1(0.2) 76
Reoperation 5(08) 24
Pacumonia 110.2) 76

Urinary tract infection 4¢06) o
Scpsis 3(0.5) 91
Pulmonary spbeting 102) s

Deep venous thrombosis 1(0.2) 76

Weill Cornell Medicin 31 5 NewYork-Presbyterian

Key Points

« Consider structured collaboration with IR, radiology, and fertility
specialists to implement a comprehensive Fibroid Center

« A multidisciplinary Center requires administrative support and a clearly
defined workflow

« Consider combination treatment approaches especially in cases where
hysterectomy is not the desired treatment.

» Large submucosal fibroids
» Myomectomy with concern for significant blood loss
» Adenomyosis

« Practice shared-decision making with patients at every age
» Older patients with symptomatic fibroids should have the same
treatment options

Weill Cornell M zin 32 = NewYork-Presbyterian

Approach to myomectomy/adenomyosis resection

+ Preop planning
> MRl for fibroid mapping and presence of adenomyosis
> Correct anemia

> Wiron
> Hormonal suppression
> Consider preop embolization

+ Minimize intraop blood loss
> Speed and efficiency of movements
> Hemostatic agents

- Misoprostol 800meg rectally
- TXA 1gr bolus

- Vasopressin 20U/100

- Gelatin/thrombin matrix

+  Instrumentation setup
> 30 deg camera
> Maryland bipolar, monopolar endoshears, tenaculum/prograsp
> Insufflation to maintain stable pneumoperitoneum

> Barbed suture

depending on positioning system)
Specimen containment

. Incision considerations
> Access multiple fibroids
> Identify important structures (extension into tubes, uterines, bladder, rectum?)
> Consider ease of suturing

Weill Cornell Medicin 33 5 NewYork-Presbyterian

Weill Cornell M sin 34 = NewYork-Presbyterian

Weill Cornell vV

1e 5 NewYork-Presbyterian
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Surgical Management Of Fibroids And
Adenomyosis: Fertility Considerations And
Implications Of Treatment

Antonio Gargiulo, MD

Center for Infertility and Reproductive Surgery
Brigham and Women'’s Hospital, Harvard Medical School

MGLZ072
7 GLOMLCOKGSS OX ks

08, €O | < -

Disclosure
| have the following financial relationships:

. Consultant:
. Lumenis, Inc (now within Boston Scientific)
. Medicaroid, Inc.

= o AL
Gargiulo 2022 W ULl Mass General Brigham NN s e

Objectives

. Define the impact of fibroids and adenomyosis - in
their variable manifestations - on human
reproduction

. Define the role of surgery in the management of
fibroids and adenomyosis in the fertility patient

= o ARG
Gargiulo2022 © [T Mass General Brigham S N

FIBROIDS IN FERTILITY PATIENTS

* There is convincing data to indicate that submucosal and
intramural fibroids affect LBR in IVF.

* There will never be DEFINITIVE data to indicate that
removal of submucosal and intramural fibroids improves
LBRin IVF.

* In this scenario, choice of intervention is PERSONALIZED
and depends on access to high quality myomectomy.

= N, e
Gargiulo 2022 w 1l Mass General Brigham ZEON s

Do Fibroids Affect Fertility

and Live Birth Rate?

FIBROIDS AND IVF OUTCOMES

* Submucosal fibroids:
* 50% reduction in ongoing pregnancy rates (OR 0.5, 0.3-0.8)'
« Decreased implantation rates (RR 0.3, 0.1-0.6)?

* Intramural fibroids:
» Cumulative pregnancy rates: 36.9% vs. 41.1%"
« Decreased implantation rates: (RR 0.5, 0.4-0.8)2

* Subserosal fibroids: Not associated with fertility outcomes -2
Klatsky et al, AJOG, 2008; 2Pritts et al, Fertil Steril 2009

= N, e
Gargiulo 2022 w 1l Mass General Brigham ZEON s
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FIBROIDS IN FERTILITY PATIENTS

Lower odds of live birth in women with non-cavity distorting fibroids

Author(s)and Year s Rt [38% C1]
Foroia Control
Birth Ho Birth  @irth No Birth

EldorGevaetal 1998 6 40 78 171 —_— 0.33(0.13,081]

Criack ot al 2002 Moo B —— 049022, 1.08]

Somigkana et al 2011 —_— 136(058,3.17)

Lustsi2015 I 78 B 56 —— 046[027,078]

Yan ot ol 2018 2 19 1 297 - 051(033,079)

Surrey et al 2001 K ) 172 154 . 0.78[047, 129]

Gurven ot ol 2013 n st 93 8 — 0.48(0.24, 0.07)

Bohbehani 2018 70 209 475 - 0.56(0.35, 0.92)

RE Modelfor All Studies (Q = B.14, df = 7,p =032, P = 0.0%) = 0.56 (046, 069

T
Rikraj K...Bedaiwy M. Meta-analysis 2019 J W Health
005 022 1 448 3312
Odis Raie
= - G ARG
Gargiulo 2022 w Uil Mass General Brigham AN i s o s

FIBROIDS IN FERTILITY PATIENTS
FIGO 3 FIBROID: SILENT KILLER

» Two large case-control studies show that intramural
fibroids abutting but not distorting the uterine cavity
significantly decrease LBR

Yan L. et al, Fertil Steril 2018 : Threshold >2 cm

Bai X. et al, Eur J Obstet Gynecol Reprod Biol 2020:
Threshold >3 cm

= 0 AL
Gargiulo 2022 W ULl Mass General Brigham AN

FIBROIDS IN FERTILITY PATIENTS

There is insufficient evidence to conclude that myomas
reduce the likelihood of achieving pregnancy with or without
fertility treatment. (Grade C) 3

Practice Committee of the ASRM, Fertil Steril, 2017

= 0 SR
Gargiulo 2022 w 1l Mass General Brigham AN w5

FIBROIDS and MISCARRIAGE : IMPACT

« Prospective database: 143 women with fibroids and 715 women
without. Loss rate was double in women with fibroids, but ART rate was
also double."

« Documented heart rate — selection bias towards women who can
achieve pregnancy

* 8% prevalence in patients with RPL (n=966)2
« Cavity distorting fibroid who underwent resection
« Early loss- no change
» Mid-trimester losses were reduced significantly

1Benson J et al, Clinical Medicine 2001, ?Saravelos et al, Hum Reprod, 2011

=
Gargiulo 2022 w 1l Mass General Brigham

Al o s

FIBROIDS and MISCARRIAGE : NO IMPACT

* Right from the Start study found a 30% increase (1.02-1.64)"

« But after adjusting for age alone or age, race, parity, alcohol use: no
difference between groups (0.83, 0.63, 1.08)

* Bias: the study excluded women who had been treated for infertility
* No evidence for a significant decrease in miscarriage rate after
myomectomy?

IHartmann KE et al, Am J Epidemiol, 2017; ?Metwally M et al, Cochrane Database Syst Rev, 2012

= N "
Gargiulo2022 & 1! Mass General Brigham N

Can Myomectomy Affect Live Birth Rate?
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MYOMECTOMY FOR CAVITY-DISTORTING FIBROIDS

* Prospective, RCT n=181 seeking fertility <35 years
« Pregnancy rates higher in women with surgery in SM/SM-IM?
« submucosal 27% > 43%
« submucosal-Intramural 15%->36%
« No major differences in women with subserosal fibroids
» Retrospective Case-Control study using donor oocyte
or IVF: myomectomy vs. controls
« No difference in on-going pregnancy or implantation rates?
« In well selected cases, myomectomy was appropriate

ICasini ML et al, Gynecol Endocrinol, 2006; ?Surrey E et al, Fertil Steril, 2005

== 0, ARG
Gargiulo 2022 w Uil Mass General Brigham AN (:ym-le-:»j:]nl-k:

MYOMECTOMY FOR NON-CAVITY-DISTORTING FIBROIDS

« Cohort (n=163)'
« no difference in myomectomy vs. in situ vs. no fibroids

* Prospective (n=212)?2
« Higher pregnancy rates in myomectomy (42%) vs. no
surgery (11%) vs. infertility controls (25%)
* No discussion of differences in age & patients chose
treatment

1Aboulghar et al, Mid East Fertil Soc J, 2004; ?Bulletti C et al, ] Am Assoc Gynecol Laparoscopists, 1999

X e
fQAM
ACNN s 0w

=
Gargiulo 2022 W Ul Mass General Brigham

MYOMECTOMY: CURRENT ASRM GUIDELINES

* Fair evidence that hysteroscopic myomectomy improves clinical
pregnancy rates & does not impair reproductive outcomes after
ART

* In women with asymptomatic cavity-distorting myomas,

myomectomy may be considered to optimize pregnancy outcomes.
* Generally not advised to improve pregnancy rates if non-cavity distorting

Practice Committee of the ASRM, Fertil Steril, 2017

=)
Gargiulo 2022 w Il Mass General Brigham L

OBSTETRICAL CONSDERATIONS

EFFECT OF FIBROIDS ON PREGNANCY: SYSTEMATIC REVIE

« Summary:
* Most common findings:
« higher c-section rates,
* malpresentation,
« preterm labor
« Abruption may be related to
retroplacental fibroids
« Postpartum hemorrhage risk
elevated

Klatsky, AJOG, 2008

= 0 SR
Gargiulo 2022 w 1l Mass General Brigham LA o s

EFFECT OF MYOMECTOMY ON PREGNANCY:
SYSTEMATIC REVIEW

*Uterine Rupture in Viability Range
eUterine Rupture during Terminations
*Abnormal Placentation

*Preterm Delivery

eIntrapartum bleeding and PPH
*Cesarean Section

Milazzo GN et al, J Obstet Gynecol Res, 2017

= N, e
Gargiulo 2022 w 1l Mass General Brigham ZEON s
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ARE THERE SAFE AND PRACTICAL

ALTERNATVES TO MYOMECTOMY ?

ALTERNATIVES TO MYOMECTOMY

ULIPRISTAL and IVF

« 1 small case-control study + 2 single case reports on
PubMed

* European Commission RESTRICTS USE (November 2020):
remains available to treat premenopausal women who could not
have surgery (or for whom surgery had not worked).

 Never available in USA
* Voluntary (temporary?) withdrawal in Canada, 2020

Gargiulo 2022 W E Mass General Brigham 3 :A&?:{-enzm(
ALTERNATIVES TO MYOMECTOMY ALTERNATIVES TO MYOMECTOMY
UTERINE ARTERY EMBOLIZATION and IVF
» 1 case report MR guided-FOCUSED ULTRASOUND and IVF
* Miscarriage 64%, 56% and 34% in 1 RCT and 2 cohort « 1 case report
studies (on spontaneous pregnancy)
» Most updated review: Ludwig et al. Br J Radiol 2020 RF THERMAL ABLATION and IVF (Accessa/Sonata)
« pregnancy is attainable
« fertility rate remains uncertain * 1 case report
« increased risk of PTD and spontaneous abortion (vs. Myomectomy)
Gargiulo2022 © [T Mass General Brigham AN Gargiulo2022 & [T Mass General Brigham AN

Level 1 Evidence for A Myomectomy Role in IVF
may never become available.

We must offer personalized treatment based on
the evidence we have.

BASIC TOOLBOX FOR PERSONALIZED MYOMECTOMY

* Optimize IMAGING

* Optimize PATIENT COUNSELING
(empowering/patient-centered)

+ Optimize TECHNIQUE (microsurgical/least impact)

= N, e
Gargiulo 2022 w 1l Mass General Brigham ZEON s
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ADENOMYOSIS IN FERTILITY PATIENTS

=
Gargiulo 2022 w Il Mass General Brigham &

o~

il (o o8 a5

No longer a “condition of the MULTIPARA”
PREVALENCE of ADENOMYOSIS in INFERTILE WOMEN:

*24.4% in women 40 years and above
* 7.5-22% in women < 40 years

Abu Hashim H, et al. Reprod Biomed Online 2020
Puente JM, et al. Reprod Biol Endocrinol 2016

= A A
Gargiulo2022 & [T Mass General Brigham SNINEEZ

Does Adenomyosis Affect Fertility

and Live Birth Rate?

IMPACT of ADENOMYOSIS on ASSISTED REPRODUCTION:

« Meta-analysis 1: Vercellini P, et al. Hum Reprod 2014

«+ 28% lower IVF clinical pregnancy rate (CPR) in patients with adenomyosis vs
controls.

+ 56% higher miscarriage rate in patients with adenomyosis vs controls.
« Meta-analysis 2: Younes G and Tulandi T, et al. Fertil Steril 2017

* 41% lower IVF live birth rate (LBR) in patients with adenomyosis vs controls.
 Miscarriage OR 2.2 in patients with adenomyosis vs controls.

* Meta-analysis 3: Mlscama%e OR 3 4 |n1pat|ents with adenomyosis vs controls.
Horton J, ét al. Hum Reprod Upda

« Meta-analysis 4: Mlscarnage OR 2.8 in patients with adenomyosis vs controls.
Huang Y, ét al. Biome

ol
e s o s

=
Gargiulo 2022 w 1l Mass General Brigham s
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IMPACT of ADENOMYOSIS on ASSISTED REPRODUCTION:

* Prospective observational study on IVF patients diagnosed
with adenomyosis by ultrasound. First evidence of effect on
CPR based on severity of disease.

* Overall CPR; 29% with adenomyosis vs 43% without;
“adenomyosis score” was correlated to CPR.

Mavrelos D, et al. Reprod Biomed Online 2021

Gargiulo 2022 w 11} Mass General Brigham & o

Mavrelos D, et al. Reprod Biomed Online 2021

Table 2 - Logistic regression results with each level of
adenomyosis score as Independent variable and clinical

Table & - Logistic regression results with all ultrasonic
features of adenomyosis score as independent variables and
pregnancy as dependent variable. Reference category is no.
adenomyosis features and all variables are entered in the

clinical pregnancy as dependent variable.

Ultrasonic feature (n] 0Odds ratio of clinical
del
pregnancy (95% Gl e
— Number of ultrasonic adenomyosis 0dds ratio of clinical

Endometrial sirize (361 380(0.84-13.601 Waties lecaml (n] pregnancy (95% CIl
Myometrial cysts 1591 0811027-240)
Rt tacknig 1] it Single adenomyosis feature [1](10) 085 023-3.200
Parallel shadowing (28] 0.43(0.13-2.10) oo o dewe (21 (15} Dol o)
P sl Theeo featices 31 8) 1.00 (0.23-4.60)
ircegutar EMJ 4] A3 0 Four (eatures 16 (6] 0220026-1800
Endometrial istands [47] 1.90(0.37-10.50) Fve featires (51 117) 0321012130

Six features [4] 111) 030 (0.07-1.600
€1 = confidence interval; EMJ = endometrial myometrial junction. Seven features (7] (3] 0.24 [0.09-4.40)
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Mavrelos D, et al. Reprod Biomed Online 2021
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IMPACT of ADENOMYOSIS on ASSISTED REPRODUCTION:

EUPLOID
MISCARRIAGE

Risk of miscarriage

—e— Non-adeno Natral  —+— Non-adeno Utra fong down regulation
—=— Adono Natural —&— Adono Ulira long down reguiation

Stanekova, V et al. Hum Reprod Open 2018

o
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IMPACT of ADENOMYOSIS on OBSTETRICAL OUTCOMES:

» Meta-analysis: Higher odds of PTD (OR=3.09) and SGA (OR=3.23)
in patients’ with adenomyosis vs. controls.

» Meta-analysis: H'i?qher odds of PTD (OR=3.05), SGA (OR=3.22) and
preeclampsia (OR=4.35) in patients with adenomyosis vs. controls.

Bruun MR, et al. Acta Obstet Gynecol Scand 2018
Rizavi M, et a. Int J Gynaecol Obstet 2019

=)
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REAL PROBLEM, NO CLEAR SOLUTION

« No accepted classification, no staging system: WE CANNOT DESIGN
MEANINGFUL STUDIES (PROSPECTIVE OR RETROSPECTIVE)
WITHOUT A STAGING SYSTEM

* We need studies that take in account ASSOCIATED ENDOMETRIOSIS

* We need studies that use EUPLOID EMBRYOS, because we are dealing
with patients who are mostly in advanced maternal age (> 35yo)

* We need to understand MEDICAL OPTIONS and consider SURGICAL
TECHNIQUES THAT MAKE ANATOMICAL SENSE !

o

=
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Can Treatment of Adenomyosis

Affect Live Birth Rate?

ADENOMYOSIS: CONSERVATIVE OPTIONS

* MEDICAL TREATMENT

* ADENO-MYOMECTOMY FOR FOCAL ADENOMYOSIS
+ CYTOREDUCTION FOR DIFFUSE ADENOMYOSIS

* NON-EXCISIONAL PROCEDURES

=
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ADENOMYOSIS: CONSERVATIVE OPTIONS

« MEDICAL TREATMENT
» Adenomyosis: sex steroid hormone-dependent disorder, characterized by
a) increased inflammation
b) impaired apoptosis
c) neuroangiogenesis
Vannuccini S, et al. Reprod Biomed Online 2017

» Adenomyosis: hyperestrogenism (1 ER expression, 1 ARO, | Estrogen
Catabolism), and progesterone resistance (| PR expression)

* NO FDA-LABELED MEDICTION EXISTS FOR ADENOMYOSIS

=)
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ADENOMYOSIS: CONSERVATIVE OPTIONS

+ COMMONLY USED MEDICAL TREATMENTS

* GnRH-AGONISTS (with and without progestin add back) reduce the
inflammatory reaction and angiogenesis and to significantly induce apoptosis

+ PROGESTINS antagonize progesterone-resistance: oral NETA and
DIENOGEST (endometrial decidualization and mild hypo-estrogenism), vaginal
DANAZOL (androgenic/hypoestrogenic milieu), LNG-IUS (endometrial atrophy)
for uteri <150 cc volume

+ COMBINATION CONTRACEPTIVES (widely used, no studies available)

« NSAIDs (widely used, no studies available)

« TRANEXAMIC ACID (widely used, no studies available)

=
Gargiulo 2022 w 1l Mass General Brigham

ADENOMYOSIS: CONSERVATIVE OPTIONS

+ PROMISING NOVEL MEDICAL TREATMENTS

+« AROMATASE INHIBITORS: Aromatase cytochrome P450 present in endometrium
of adenomyosis, fibroids and endometriosis patients (only). RCT VS GnRHa shows
comparable effect. Badawy AM, et al. Acta Obstet Gynecol Scand 2012

« SELECTIVE PROGESTERONE RECEPTOR MODULATORS: progesterone agonist
and antagonist activities in the endometrium. Clinical use limited by regulatory
restrictions in place. Recently published RCT VS placebo shows high efficacy in
adenomyosis. Capmas P et al. J Gynecol Obster Hum Reprod 2021

+ GnRH ANTAGONISTS: act competitively preventing GnRH from binding to the
pituitary receptor. Thus, allow dose-dependent modulation. Most promising option,
with progestin add back. Muneyyirci-Delale O et al. Fertil Steril Reports 2021

ol
Tt o 0 0s
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ADENOMYOSIS: CONSERVATIVE OPTIONS

+ BEST EVIDENCE FOR MEDICAL TREATMENT IN INFERTILITY : GnRHa

« Retrospective. Long GnRHa suppression (>3 months) before FRESH IVF ET in 74
endometriosis patients, no LBR difference in high-stage endometriosis-only (n=50)
vs high-stage endometriosis plus adenomyosis (n=24).

Mijatovic V, et al. Eur J Obstet Gynecol Reprod Biol 2010

« Retrospective. 339 patients planning FROZEN ET. Long GnRHa suppression (2
months) before ET. Ongoing Pregnancy Rate in treated group 49% vs untreated
group 21%. Niu Z et al. Gynecol Endocrinol 2013

« Retrospective. 295 patients. Groups: A) FRESH IVF, B) FRESH IVF after GnRHa
(2-3 months), C) FROZEN ET after GnRHa (2-3 months). CPR higher in group C,
but not significant. Park CW, et al, Clin Exp Reprod Med 2016

=
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ADENOMYOSIS: CONSERVATIVE OPTIONS

* MEDICAL TREATMENT

* ADENO-MYOMECTOMY FOR FOCAL ADENOMYOSIS

+ CYTOREDUCTION FOR DIFFUSE ADENOMYOSIS

* NON-EXCISIONAL PROCEDURES

== P eV
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FERTILITY OUTCOMES AFTER SURGERY FOR ADENOMYOSIS

Authors Follow-up  Desired pregnancy Pregnancy fae Livebinhrme  Miscamiagerate  Ectopic Sullbinh  Compliations
tmo) ) ) [t ® @
Swemictal204 (4] 2 70489 IVF. 20 naumal) 21770 (205%) 1620 (6% 421 (19%) o VAS(6%) 2 cases o ukerine rupeure
141VE, 7 oators) 437 and 3wk
Oudan (] 2 % 1672661 WISEISR) M6 0 o Moo
121V, 4 narorsi
Al Jama 2011 (291 % 18 8 444%) 8 (75%) 1 25%) o o Hoae
8l
San et 2011 130] n 824323%) WOTSE (623 o 0 Nome
S IVE. 3 natural
Wagea 00902 2 27 surgical, # surgical 2027 (14%) 0G0 (15%) 0 ) Noae
and medical Al pural: ISA4OS%) ASOI%Y IS B5%) o 0
Wageal 200033 M » 138 (46.4%) MIGIK M) 0 0 Moo
Al sl
Fedele c¢al 1993 [19] E 1828 (642%) SIR0%)  VIRORS®)  MISGSE 0 Nome
1IVE 7 patoral
Fojibin e sl 00438 3 4 24 (30%) 22 (100%) HNoae
Al nasurat
Takeuchi et ol 20061351 NA l 2 25%) M08 0
Al patual
Tikeockial 200071 3 3 30 (100%) 37 (100%)
Al atusl
Nitidaetal 201037 12 NA 2 12 s0%)
VIVE, 1 ratural

Younes G and Tulandi T, J Minim Invasive Gynecol 2017

Gargiulo 2022 w LK i s

Osada H, Fertil Steril 2018

Deserosalization
of the First Flap

Younes G and Tulandi T, J Minim Invasive Gynecol 2017
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ADENOMYOSIS: HANDLE WITH CARE
* MEDICAL TREATMENT REMAINS FIRST-LINE

+*ADENO-MYOMECTOMY and CYTOREDUCTION
CAN BE CONSIDERED IN SELECT CASES

* THIS FIELD IS RIPE FOR HIGH-QUALITY
REPRODUCTIVE SURGERY INVESTIGATION
OPPORTUNITY

Gargiulo 2022 w 1l Mass General Brigham

THANK YOU !

AGLA0Z2

BAL CONGRESS ON MIGS
aglorg
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Cowplex flbrold §
Adenomyosis~ Challenges §
Novel approaches

Fibroids presents with multiple variants & overlap by
adenomyosis adds different approach for accurate

management. Out of thousands of cases we will focus on few

of the subject allotted.

There can be multiple very large fibroids with ureteral
compression, Rare unusual degeneration, mimicking like

pelvic kidney, myxomucinous or aqueous fatty degeneration,

low large cervical fibroid or Leiomyomatosis.

P8l Large multiple fibroids in 37year female with left
nephrostomy, AMH 1.3 from Melbourne, diagnosis not
classified.

After proper counselling 3D Laparoscopic Myomectomy
done with contained bag morcellation & removal of
nephrostomy. On returning back in 15 months patient
conceived spontaneously delivered by CS.

VIDEO ~DIFFICULT LOCATIONS, SIZE & NO.

e

@I for Laparoscopic surgery. Investigative parameters were normal, right ureter
at brim was 15 mm dilated.

After thorough counselling & options, she preferred Laparoscopic surgery
which was undertaken, care was taken of right IP ligament vessels to avoid
avulsion. Three layers closure for dead space was done with v loc sutures.

Visual contaitoned bag morcellation was done. A1 & SP took place after a
year
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VIDEO~DEGENERATIVE CHANGES IN MYOMAS

Case 3

A 34 year lady with 12 years of infertility had two bizarre masses on anterior & posterior uterine
wall 5 cms each vascular.

After explaining in a Live Workshop Laparoscopic surgery was done.

On injecting dilute vasopressin, on incision soft vascular mass came out with no possibility of
using myoma screw or tenaculum, hence atraumatic bowel grasper was used to dissect. Both
specimens were removed in bag & were reported as Angiolipoma. She conceived in 3 months of
surgery

VIDEO ~DEGENERATIVE CHANGES IN MYOMAS

Case 4

These cases are of two very large fibroids with aqueous, fatty, mucinous
degeneration & impossible to do morcellation.

Fortunately as both had contained bag morcellation, wherein

conventional morcellation was not possible as tissues were soft.

Removal was done with ovum forceps & suction tubing passed through
morcellation port. No spillage occurred in the peritoneal cavity.

Lantern over Saint Paul’'s Cathedral is not uncommon & after
thousands of cases in 5 figures of Laparoscopic myomectomy such
cases do come.This case looked like yet another but was a surprise.

She wanted the uterus & we took a low vertical incision on posterior
aspect of uterus. Surgery went perfect but surprisingly the gap
between uterus & vagina was empty.

We had to pass dilators so that we can suture the lower ends of uterus
to vagina actually at six places for security

Page 21




Case 7

+ SUrprises in surgery are greatest
challenge to an expert who defines the
statement " Surgical genius are not born
in crisis, but are borne to exhibitin crisis

Watch this last case to finalize

+VIDEO
Leiomyomatosis

Patient with large uterus had 15 cm left posterior large mass crossing IP
ligaments. Almost mimicking pelvic kidney.

All the suitable steps like on the table sonography & even left ureteral
catheter was passed for adequate length.

Uterus & mass were remove vaginally a patient was for Hysterectomy. The

mass was reported as degenerated fibroid & no malignancy was found

CLOSING VIDEO ~ MYOMAS ? PELVIC KIDNEY
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CULTURAL AND LINGUISTIC COMPETENCY & IMPLICIT BIAS

The California Medical Association (CMA) announced new standards for Cultural Linguistic Competency
and Implicit Bias in CME. The goal of the standards is to support the role of accredited CME in advancing
diversity, health equity, and inclusion in healthcare. These standards are relevant to ACCME-accredited,
CMA-accredited, and jointly accredited providers located in California. AAGL is ACCME-accredited and
headquartered in California.

CMA developed the standards in response to California legislation (Business and Professions (B&P) Code
Section 2190.1), which directs CMA to draft a set of standards for the inclusion of cultural and linguistic
competency (CLC) and implicit bias (IB) in accredited CME.

The standards are intended to support CME providers in meeting the expectations of the legislation. CME
provider organizations physically located in California and accredited by CMA CME or ACCME, as well as
jointly accredited providers whose target audience includes physicians, are expected to meet these
expectations beginning January 1, 2022. AAGL has been proactively adopting processes that meet and
often exceed the required expectations of the legislation.

CMA CME offers a variety of resources and tools to help providers meet the standards and successfully
incorporate CLC & IB into their CME activities, including FAQ, definitions, a planning worksheet, and best
practices. These resources are available on the CLC and |B standards page on the CMA website.

Important Definitions:

Cultural and Linguistic Competency (CLC) — The ability and readiness of health care providers and
organizations to humbly and respectfully demonstrate, effectively communicate, and tailor delivery of care
to patients with diverse values, beliefs, identities and behaviors, in order to meet social, cultural and linguistic
needs as they relate to patient health.

Implicit Bias (IB) — The attitudes, stereotypes and feelings, either positive or negative, that affect our
understanding, actions and decisions without conscious knowledge or control. Implicit bias is a universal
phenomenon. When negative, implicit bias often contributes to unequal treatment and disparities in
diagnosis, treatment decisions, levels of care and health care outcomes of people based on race, ethnicity,
gender identity, sexual orientation, age, disability and other characteristics.

Diversity — Having many different forms, types or ideas; showing variety. Demographic diversity can mean
a group composed of people of different genders, races/ethnicities, cultures, religions, physical abilities,
sexual orientations or preferences, ages, etc.

Direct links to AB1195 (CLC), AB241 (IB), and the B&P Code 2190.1:

Bill Text — AB-1195 Continuing education: cultural and linguistic competency.
Bill Text — AB-241 Implicit bias: continuing education: requirements.
Business and Professions (B&P) Code Section 2190.1

CLC & IB Online Resources:

Diversity-Wheel-as-used-at-Johns-Hopkins-University-12.png (850x839) (researchgate.net)

Cultural Competence In Health and Human Services | NPIN (cdc.gov)

Cultural Competency — The Office of Minority Health (hhs.gov)

Implicit Bias, Microaggressions, and Stereotypes Resources | NEA

Unconscious Bias Resources | diversity.ucsf.edu

Act, Communicating, Implicit Bias (racialequitytools.org)

https://kirwaninstitute.osu.edu/implicit-bias-training

https://www.uptodate.com/contents/racial-and-ethnic-disparities-in-obstetric-and-gynecologic-care-and-
role-of-implicitbiases

https://www.contemporaryobgyn.net/view/overcoming-racism-and-unconscious-bias-in-ob-gyn

https://pubmed.ncbi.nlm.nih.gov/34016820/
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https://leginfo.legislature.ca.gov/faces/codes_displaySection.xhtml?sectionNum=2190.1&lawCode=BPC&utm_source=newsletter&utm_medium=email&utm_content=Business%20and%20Professions%20%28B%26P%29%20Code%20Section%202190.1&utm_campaign=ABP%20Updates%20Email
https://leginfo.legislature.ca.gov/faces/codes_displaySection.xhtml?sectionNum=2190.1&lawCode=BPC&utm_source=newsletter&utm_medium=email&utm_content=Business%20and%20Professions%20%28B%26P%29%20Code%20Section%202190.1&utm_campaign=ABP%20Updates%20Email
https://www.cmadocs.org/cme-standards?utm_source=newsletter&utm_medium=email&utm_content=CLC%20and%20IB%20standards%20page&utm_campaign=ABP%20Updates%20Email
https://leginfo.legislature.ca.gov/faces/billTextClient.xhtml?bill_id=200520060AB1195&search_keywords=%2522Cultural+and+Linguistic+Competency%2522
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=201920200AB241
https://leginfo.legislature.ca.gov/faces/codes_displaySection.xhtml?sectionNum=2190.1&lawCode=BPC&utm_source=newsletter&utm_medium=email&utm_content=Business%20and%20Professions%20%28B%26P%29%20Code%20Section%202190.1&utm_campaign=ABP%20Updates%20Email
https://www.researchgate.net/publication/320178286/figure/fig1/AS:614112098787328@1523427142191/Diversity-Wheel-as-used-at-Johns-Hopkins-University-12.png
https://npin.cdc.gov/pages/cultural-competence#:%7E:text=Cultural%20and%20linguistic%20competence%20is%20a%20set%20of,professionals%20that%20enables%20effective%20work%20in%20cross-cultural%20situations.
https://www.minorityhealth.hhs.gov/omh/browse.aspx?lvl=1&lvlid=6
https://www.nea.org/resource-library/implicit-bias-microaggressions-and-stereotypes-resources?gclid=EAIaIQobChMIkuyXhYnB9AIVIhitBh245QJtEAAYASAAEgIqg_D_BwE
https://diversity.ucsf.edu/resources/unconscious-bias-resources
https://www.racialequitytools.org/resources/act/communicating/implicit-bias
https://kirwaninstitute.osu.edu/implicit-bias-training
https://www.uptodate.com/contents/racial-and-ethnic-disparities-in-obstetric-and-gynecologic-care-and-role-of-implicitbiases
https://www.uptodate.com/contents/racial-and-ethnic-disparities-in-obstetric-and-gynecologic-care-and-role-of-implicitbiases
https://www.contemporaryobgyn.net/view/overcoming-racism-and-unconscious-bias-in-ob-gyn
https://pubmed.ncbi.nlm.nih.gov/34016820/
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