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   Growing rec og ni tion that the ovary is an end organ in sickle cell dis ease (SCD), advances in SCD treat ment and cure, and 
inno va tions in assisted repro duc tive tech nol o gies invite pro gres sive chal lenges in fer til ity care for women with SCD. The 
repro duc tive life span of women with SCD may be reduced because ovar ian reserve declines more rap idly in peo ple with 
SCD com pared to unaf fected peo ple. Some young women have dimin ished ovar ian reserve, a risk fac tor for infer til ity. 
Referrals for fer til ity pres er va tion may be offered and antic i pa tory guid ance about when to seek infer til ity care pro vided. 
For a sub set of peo ple with SCD, this infor ma tion is also appli ca ble when pur su ing in vitro fer til iza tion with pre im plan ta-
tion genetic test ing to avoid implan ta tion of an embryo with SCD. Here we explore the dimen sions of SCD - related fer til ity 
care illustrated by the case of a 28 - year - old woman with hemo glo bin SS dis ease who ini tially presented for a hema tol ogy 
con sul ta tion for pre con cep tion coun sel ing. This case high lights the com plex ity of pre con cep tion SCD man age ment and 
care and the need to part ner with patients to help align preg nancy hopes with SCD treat ment and the many asso ci ated 
uncertainties.  

   LEARNING OBJEC TIVES 
    •  Recognize that the ova ries are end organs dam aged by sickle cell dis ease and pos si bly sickle cell treat ments 
   •  Understand how the reg u lar assess ment of preg nancy inten tion in women with sickle cell dis ease informs 

dis ease - spe cifi c pre con cep tion care and con tra cep tive guid ance 
   •  Discuss how assisted repro duc tive tech nol o gies for fer til ity pres er va tion and in vitro fer til iza tion, with or with out 

pre im plan ta tion genetic test ing, are aspects of con tem po rary sickle cell dis ease care  

  CLINICAL CASE 
  A 28 - year - old woman with hemo glo bin SS pres ents for 
pre con cep tion coun sel ing. She has had few acute sickle 
cell dis ease (SCD) com pli ca tions recently and attri butes 
this to hydroxy urea, which she started at age 15 after 
mul ti ple acute chest syn drome and pain ful cri sis events. 
She has chronic hip pain from bilat eral fem o ral head avas-
cu lar necro sis (AVN) that she treats with ibu pro fen and 
acet amin o phen. She takes 2000    mg of hydroxy urea with 
excel lent hema to logic response: hemo glo bin, 9.8 gm / dL; 
mean cor pus cu lar vol ume, 128.6 fL, abso lute neu tro phil 
count, 2.7 K /  µ L; hemo glo bin F, 26.8 % . She takes hor-
monal con tra cep tion. Her hus band does not have sickle 
cell trait. She wants to know: How should she pre pare for 
preg nancy ?   

Preconception coun sel ing for women with SCD is com-
pli cated. Pregnancy and con cep tion need to be addressed 
in all  people of child bear ing age at least annu ally. 1   Table 1  
pro vi des a min i mal list of top ics to address. Encouraging 
patients to develop a (fl ex i ble) repro duc tive life plan can 
sup port con crete infor ma tion shar ing. 2

 Anticipatory pre con cep tion coun sel ing includes pro-
vid ing basic infor ma tion about the real ity that SCD preg-
nancy is high risk and requires high - risk obstet ric care. 3

Women who do not wish to become preg nant and who 
are not using con tra cep tion can be offered infor ma tion 
about con tra cep tion and referred for care. 4,5  Screening 
for  men stru a tion - asso ci ated SCD pain is also appro pri-
ate. 6,7  The diag no sis of a hemo glo bin op a thy trait or dis-
ease in a part ner some times changes repro duc tive plans, 
so early offers for patients ’  repro duc tive part ners to obtain 
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 hemo glo bin elec tro pho re sis test ing with inter pre ta tion can 
inform such plans (Figure 1).8-10 Genetic coun sel ing is offered to 
address SCD inher i tance.11 In some countries this test ing and 
coun sel ing is a standard premarital requirement.10

Preconception changes to SCD treat ment reg i mens are 
chal leng ing (Figure 2). The patient in our clin i cal case takes 

hydroxy urea, which is contraindicated at con cep tion and dur ing 
preg nancy due to an understudied con cern for ter a to ge nic ity 
and embryo devel op ment.1,12 Discontinuing effec tive treat ment 
intro duces the pos si bil ity of poten tially severe SCD com pli ca-
tions. The only defin i tive ther apy avail  able is red cell trans fu sion.13 
Many cli ni cians rec om mend chronic trans fu sions in this set ting, 

Table 1. Preconception care for women with sickle cell dis ease

1. If preg nancy not desired, address con tra cep tion approach

2. Hemoglobin elec tro pho re sis for repro duc tive part ners with inter pre ta tion

3. Genetic coun sel ing

4. Changes to SCD treat ment dur ing con cep tion, preg nancy

5. Changes to usual med i cines (ie, discontinue NSAIDs, che la tors, ACE-I/ARB; start pre na tal vita min)

6.  Review his toric com pli ca tions that can affect preg nancy or worsen dur ing preg nancy (ie, AVN, renal dis ease, car dio pul mo nary dis ease, acute 
chest, pain, ret i nop a thy)

7. Plan for mul ti dis ci plin ary high-risk obstet rics and SCD care

These are the main themes of pre con cep tion coun sel ing for women with SCD. Results from the first 2 steps may direct care in addi tional direc tions, 
such as for gyne col ogy or repro duc tive endo cri nol ogy/infer til ity care.
ACE-I, angio ten sin-converting enzyme inhib i tors, ARB, angio ten sin recep tor blocker, NSAIDs, non ste roi dal anti-inflam ma tory drugs.

Figure 1. Preconception counseling for people with SCD includes ensuring that the reproductive partner can obtain hemoglobin 
electrophoresis testing and correct interpretation. This information may inform reproductive decisions.
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Figure 2. Preconception SCD treatment decision tree for clinicians and patients highlights complex considerations and the need 
for transparent, shared decision-making. These choices are not equally available to all people: for people without expert SCD care 
and/or where resources are limited, access to blood transfusions may be sorely limited. In cases of severe SCD and in settings where 
red cell transfusion is unavailable or impossible, hydroxyurea during pregnancy might need to be considered even without strong 
evidence to address safety.

but bar ri ers include logis ti cal dif fi cul ties, treat ment refusal, a 
lack of established treat ment indi ca tions, and, most dread fully, 
alloimmunization.14 In low-resource set tings, trans fu sions may be 
alto gether impos si ble due to blood sup ply lim i ta tions. There are 
lim i ta tions to each approach, and some patients elect to con-
tinue hydroxy urea, as there are reports that women con ceive 
while on ther apy. Unfortunately, lit tle is defin i tively known about 
those who do not con ceive or report early preg nancy losses on 
ther apy.12,15 Insufficient evi dence exists to con tinue other SCD 
ther a pies.

Additional lay ers of antic i pa tory guid ance are needed and are 
sum ma rized here and discussed exten sively else where.1,3 These 
include providing infor ma tion regard ing the phys i cal demands 
of nor mal preg nancy, as the expected weight gain, lor dotic pos-
ture, and a grow ing uterus are uncom fort able for most women 
and can lead to SCD com pli ca tions. End-organ func tion, espe-
cially the lungs, heart, and kidneys, before preg nancy requires 
con sid ered eval u a tion. Some med i ca tions are discontinued (non-
ste roi dal anti-inflammatories, che la tors), and anal ge sic choices 
are restricted to acet amin o phen and opi oids. This patient has 
bilat eral AVN of the hips, which can com pro mise vag i nal deliv-
ery.3 The fetus is also at risk for adverse out comes, includ ing fetal 
demise and intra uter ine growth restric tion.3 Negative effects on 
chil dren’s devel op ment are the o ret i cally pos si ble since, in gen-
eral, ante na tal ane mia and opi oid expo sure are asso ci ated with 
these out comes, but chil dren born to women with SCD are lit tle 
stud ied out side the imme di ate post par tum set ting.16

Finally, there are established uncertainties and biased per-
cep tions about fer til ity in women with SCD.12 In patients pur su ing 
unas sisted con cep tion, addressing infer til ity con cerns may help. 

Infertility is a clin i cal diag no sis some times supported by lab o ra-
tory or imag ing find ings. In the gen eral pop u la tion, infer til ity in 
women under 35 years old is defined as the fail ure to con ceive 
after 12 months of unpro tected inter course and in women over 
35 years old as the fail ure to con ceive after 6 months.17 In gen eral,  
the shorter allowed dura tion of attempting to con ceive in older 
women is because after age 35 women have poorer egg qual-
ity, and ovar ian reserve declines more pre cip i tously. Age-based 
thresh olds for infer til ity diag no sis may not apply to women 
with SCD, who have a sharper tra jec tory of decline in ovar ian 
reserve.18-22 At Johns Hopkins, we offer repro duc tive endo cri nol-
ogy and infer til ity (REI) spe cial ist con sul ta tion to women who 
have attempted to con ceive for 6 months or lon ger. Helping 
patients know when to seek care can help with timely REI refer-
ral; rec og nized bar ri ers to infer til ity care make atten tion to refer-
ral tim ing espe cially impor tant.23

The complexities of SCD pre con cep tion care make obvi ous 
why ide ally all  women with SCD should have access to com-
pre hen sive SCD care with colocalized nurse coor di na tors and 
sub spe cial ists, includ ing genetic coun sel ors, gyne col o gists, 
mater nal fetal med i cine spe cial ists, and repro duc tive endo cri-
nol o gists in sup port of patient infor ma tional, care, and deci sion-
mak ing needs.24

CLINICAL CASE (Con tin ued)
The patient returns with her hus band’s hemo glo bin op a thy test 
results. She was told that the test con firms that her hus band 
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does not have sickle cell trait. The reviewed hemo glo bin elec-
tro pho re sis shows hemo glo bin AC. Her hus band has hemo glo-
bin C trait, and there is a 50% chance that their child will have 
hemo glo bin SC dis ease. She wants to know: Now what?

People with the genetic poten tial to have a child with SCD 
need accu rate infor ma tion about repro duc tive options (Figure 
1).10,11 These include unas sisted preg nancy with or without fetal 
diag nos tic test ing and the choice of elec tive ter mi na tion and 
in vitro fer til iza tion (IVF) with pre im plan ta tion genetic test ing 
for mono ge netic dis or ders (PGT-M). IVF+PGT-M tar gets mono-
genic dis or ders and must be dis tin guished from PGT to screen 
embryos for aneu ploidy (PGT-A). Families of chil dren with SCD 
and adults with SCD indi cate inter est in IVF+PGT-M, even when 
not pur su ing this repro duc tive choice.11 Patient edu ca tion mate-
rial devel oped with SCD cli ni cian, advo cate, and patient input 
meet ing health lit er acy rec om men da tions of the Centers for 
Disease Control and Prevention may help inform care.11 As fam-
i lies weigh options, some value meeting a pedi at ric hema tol o-
gist, speak ing to par ents of chil dren with SCD, or speak ing to 
an affected adult with the spe cific geno type in ques tion. Repro-
ductive choices respect patient pref er ences and val ues. In many 
countries, includ ing the US, legal, logis ti cal, and finan cial bar ri-
ers to the entire spec trum of repro duc tive health care infringe 
upon the human right to repro duc tive auton omy. Unfortunately, 
surmounting legal, logis ti cal, and finan cial bar ri ers to desired 
care can be dif fi cult, and these bar ri ers are compounded by 
racial and regional disparities in repro duc tive health care.23

The pos si bil ity of hav ing a child with SCD can be emo tion ally 
com plex for some peo ple with SCD and their fam i lies.8,11 Some, 
but not all , women with SCD express anguish about how to pro-
ceed. Stigmatized repro duc tive choices along side med i cal and 
emo tional vul ner a bil ity may com pro mise close and sup port ive 
rela tion ships. Disclosing repro duc tive deci sion-mak ing to usu-
ally sup port ive friends or fam ily mem bers can be uncom fort able 
and even rela tion ship jeopardizing. The cli ni cian offers non judg-
men tal sup port for patients, serv ing as a safe har bor as patients 
nav i gate exis ten tial and prac ti cal con cerns.

CLINICAL CASE (Con tin ued)
The patient returns. She and her hus band are pur su ing IVF+ 
PGT-M, which is cov ered by her pri vate health insur ance. She 
had ini tial ovar ian reserve test ing performed by an out side 
REI. Her anti-Mullerian hor mone (AMH) level is 0.82  ng/ml, and 
her men strual cycle day 3 fol li cle-stim u lat ing hor mone is 12 IU. 
Transvaginal ultra sound mea sured an antral fol li cle count of 7. 
Her REI says that she has dimin ished ovar ian reserve (DOR), a 
risk fac tor for poor IVF out comes, includ ing can celed cycles 
and a low num ber of eggs retrieved. She wants to know: 
“Should I have had this test ing sooner? Does DOR have to do 
with sickle cell or my 13 years of hydroxy urea use?”

The ova ries are SCD end organs vul ner a ble to inflam ma tion 
and hyp oxic ische mic dam age.12,20 SCD and some treat ments 
may dam age ovar ian fol li cles, deplet ing the finite egg sup-

ply.25 This helps explain why age-asso ci ated decline in ovar ian 
reserve appears to be accel er ated in women with SCD (Figure 
2).18-21 In a small study of women with sickle cell ane mia (SCA), 
men o pause occurred ear lier than the gen eral pop u la tion.26 This 
might be expected in a dis ease asso ci ated with accel er ated 
aging and sup ports the hypoth e sis that women with SCD have 
a narrower repro duc tive win dow than unaf fected women.22 As 
infer til ity risks may accrue at a youn ger age in women with SCD 
than in unaf fected women, tests to mea sure ovar ian reserve 
may help direct care (Table 2).25

When nor mal, ovar ian reserve mea sures do not pre dict  
fer til ity—that is, the abil ity to become preg nant. However, these 
results may change man age ment. In oncol ogy patients who 
require gonadotoxic treat ment, ovar ian reserve test ing informs 
coun sel ing about risks for pre ma ture ovar ian insuf fi ciency before 
and after treat ment and fer til ity pres er va tion deci sions.21,27 This 
approach may be warranted in SCA as some young women with 
SCA have DOR.20,21 In gen eral, women found to be at risk for 
devel op ing ovar ian insuf fi ciency or severe DOR are referred to 
REI to dis cuss fer til ity pres er va tion. This forms the basis for the 
recent con clu sion that fer til ity-pre serv ing inter ven tions should 
be offered to girls and women with SCA.21,27 Not all  patients 
want ovar ian reserve test ing, and so, until fur ther evi dence is 
gen er ated, test ing may be con sid ered dur ing repro duc tive life- 
plan ning dis cus sions, in align ment with goals for SCD treat ment 
or cure, and with shared deci sion-mak ing.12

This patient’s AMH is in the first quar tile of val ues for age as 
mea sured in Multi-Center Study of Hydroxyurea par tic i pants, 
most of whom were hydroxy urea exposed (Figure 3).20 When 
this patient started treat ment in the early 2000s, lit tle evi dence 
addressed hydroxy urea’s effects on ovar ian reserve or fer til ity, 
infants did not rou tinely start treat ment, and fer til ity-pre serv ing  
inter ven tions were less advanced. Now there are stan dard 
 fer til ity-pre serv ing inter ven tions for pre pu bes cent and post pu-
bes cent females, and stud ies of AMH in young women iden tify 
both SCA and hydroxy urea use as DOR risk fac tors.20,21,28 Hydroxy-
urea’s asso ci a tion with DOR may be a causal rela tion ship but 
might alter na tively or con com i tantly reflect that hydroxy urea is 
a marker of dis ease sever ity (Figure 4).27 Since the patient has 
DOR and is pur su ing IVF+PGT-M, she chose to stop hydroxy urea 
and started chronic trans fu sions. This deci sion is more dif fi cult 
when trans fu sions are not an option.12

CLINICAL CASE (Con tin ued)
The patient ini ti ates chronic trans fu sions targeting hemo glo-
bin of 10 gm/dL and hemo glo bin S of 30%. She wants to know 
if she needs to do any thing else before she begins con trolled 
ovar ian hyper stim u la tion (COH) for oocyte har vest to start an 
IVF+PGT-M cycle

The pro cess of IVF for women with SCD is described.11,25 Egg 
harvesting involves COH and transvaginal ultra sound-guided 
egg retrieval, a short, out pa tient sur gi cal pro ce dure performed 
under seda tion.

Women with SCD have unique risks for COH com pli ca-
tions attrib ut  able to patient and stim u la tion reg i men fac tors. 

D
ow

nloaded from
 http://ash.silverchair.com

/hem
atology/article-pdf/2022/1/459/2021796/459pecker.pdf by guest on 13 M

arch 2024



Fertility care for women with sickle cell dis ease | 463

SCD is a thrombophilia risk factor and some degree of renal 
injury occurs in most affected people. COH causes a hypere-
strogenic state and is there fore a thrombophilia risk.29 COH 
can also cause ovar ian hyper stim u la tion syn drome (OHSS), a 
cap il lary leak syn drome that occurs on a spec trum of sever-
ity rang ing from mild vol ume over load to acute kid ney injury 

requir ing dial y sis.29 Contemporary rates of severe OHSS are 
low, as increas ingly sophis ti cated stim u la tion pro to cols are 
tai lored to indi vid ual risk.25,29 However, SCD com pli ca tions 
such as pain and acute chest syn drome are also described.29 
These com pli ca tions can be life-threat en ing and, less dra-
mat i cally, inter rupt stim u la tion cycles. A published clin i cal 

Table 2. Common hor mone labs sent in sup port of ovar ian reserve test ing and repro duc tive endo cri nol ogy/infer til ity eval u a tions

Clinical sig nif  cance Limitations

Follicle-stim u lat ing hor mone -  Pituitary hor mone that binds to ovar ian gran u losa cells 
where andro gens are converted to estro gens

- Stimulates folliculogenesis
- Ovarian reserve marker
- ≥25-40 IU × 2, pre ma ture ovar ian insuf fi ciency

Fluctuates with men strual cycle

Luteinizing hor mone -  Pituitary hor mone that stim u lates pro ges ter one and andro-
gen pro duc tion within ovar ian theca cells

-  Oocyte mat u ra tion—progresses from arrested pro phase I to 
meta phase II (state required for fer til iza tion)

Fluctuates with men strual cycle

Estradiol - Produced by tes tos ter one via aromatase in gran u losa cells
- Breast and uter ine devel op ment dur ing puberty
- Prepares endo me trium for embryo implan ta tion
- Maintains bone min eral den sity
- Measure of ovar ian func tion

Fluctuates with men strual cycle

Progesterone - Stabilizes and main tains uter ine lin ing for preg nancy
- Decline induces men ses

Fluctuates with men strual cycle

AMH - Ovarian reserve marker
-  <1-1.1 ng/mL con sis tent with dimin ished ovar ian reserve 

(assay depen dent)
- Helps pre dict ovar ian response to IVF med i ca tions

Does not fluc tu ate with men strual cycle
Varies with age
Wide range of nor mal
Reflects grow ing fol li cle pool
May not reflect dor mant pri mor dial fol li cle pool

Antral fol li cle count - Ovarian reserve mea sure
-  Helps pre dict ovar ian response to IVF med i ca tions and preg-

nancy rate

Inter- and intracycle var i a tion
Prone to observer bias

Figure 3. AMH levels in women with hemoglobin SS who participated in the follow-up to the Multi-Center Study of Hydroxyurea. 
Age-associated decline occurs, and median levels in study subjects (dark gray bar) are lower than median age-matched assay values. 
The median AMH in women aged 26 to 30 is consistent with diminished ovarian reserve, an infertility risk factor. Almost all subjects 
had some hydroxyurea exposure.20 Reproduced with permission from British Journal of Haematology.20
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 pro to col addresses con sid er ations in car ing for peo ple with 
SCD under go ing COH.29

COH and oocyte retrieval require col lab o ra tive care to mit-
i gate pro ce dural risks.29 All patients need sup port to adhere to 
the time-lim ited, high-stakes COH med i ca tion reg i mens that 
require daily inject able med i ca tion for 8 to 12 days, usu ally with 
the assis tance of a care part ner.28 To reduce SCD com pli ca tions 
and reduce a pain ful cri sis with OHSS, which can be uncom fort-
able, exchange trans fu sion can be offered before stim u la tion 
(approx i ma tely 1 to 2 weeks before egg retrieval). On a case-by-
case basis, anticoagulation is recommended. At egg retrieval, 
dexa meth a sone is avoided due to SCD-spe cific risks.30 We ask 
patients to mea sure daily weights for a week after egg harvest 
to enhance the early detec tion of OHSS. Fertility spe cial ists who 
infre quently care for SCD patients should be advised of the 
poten tial for severe com pli ca tions in SCD patients. They may 
elect to be more con ser va tive with dos ing ovar ian stim u la tion 
med i ca tions and use pro to cols that reduce OHSS risk.

CLINICAL CASE (Con tin ued)
The patient’s first cycle of COH and oocyte retrieval is uncom pli-
cated and yields 4 oocytes and 1 euploid embryo. PGT identifies 
the embryo as chromosomally nor mal (euploid) but pos i tive for 
hemo glo bin SC dis ease. A sec ond cycle yields 5 oocytes and  
2 euploid embryos. One is pos i tive for hemo glo bin SC. The sec-
ond has hemo glo bin AS, is trans ferred, and implants. Then at 8 
weeks the patient miscarries. She calls to share this news and 
asks, “Is this a typ i cal IVF+PGT expe ri ence for women with SCD?”

Women with SCD face a gen er ally increased risk of mis car-
riage com pared to unaf fected women.3 In women with infer til ity 
using IVF, embryos screened with PGT-A have reduced mis car-
riage rates because aneuploidies are the most com mon rea son 
for early preg nancy loss.31 Cytogenetic test ing on the prod ucts 
of con cep tion for preg nancy losses that occur with a PGT-tested 
embryo is usu ally recommended. In this case the spon ta ne ous 

mis car riage was man aged at home with out an oppor tu nity to 
send test ing. Although the PGT pro cess excludes com mon 
embry onic causes of mis car riage, both mater nal fac tors and/or 
unmea sured embryo fac tors may con trib ute to mis car riage.

This patient had a very low egg yield. This is reported in SCD 
and is pos si bly attrib uted to a low base line ovar ian reserve for 
age.25,29 Counseling peo ple pur su ing IVF+PGT-M in gen eral is 
chal leng ing because existing data mostly address IVF out comes 
in cou ples whose indi ca tion for care is infer til ity. However, in a 
case study of 60 cou ples in the UK pur su ing IVF+PGT-M for pre-
im plan ta tion SCD diag no sis, out comes were prom is ing.32 Sixty- 
three per cent of women had a live birth, and cou ples who did 
not become preg nant stopped try ing before using all  avail  able 
IVF cycles cov ered by the National Health Service. This hope ful 
study included 3 women with SCD aged 31, 33, and 35, each of 
whom had a live birth. Two required 1 cycle of COH, and the 
third required 3 cycles. SCD geno type and treat ment infor ma-
tion was not included.

CLINICAL CASE (Con tin ued)
Almost 3 years later, the patient antic i pates a third IVF+PGT-M 
cycle. She changes health insur ance. Her new cen ter lacks 
SCD exper tise, and her insur ance com pany denies her appeal 
to receive care at a spe cialty SCD cen ter. Exchange trans fu-
sions are logis ti cally dif fi cult and fur ther com pli cated when she 
becomes alloimmunized. She is twice hos pi tal ized with pain. 
Her AMH level con tin ues to decline. A new obste tri cian reviews 
her case and stresses that she could die in preg nancy. She calls 
to ask, “Is that true?”

There are sig nifi  cant lim its to pre dicting preg nancy out-
comes in SCD, and all  too often these kinds of “death threats” 
reach peo ple with SCD, often along with mis in for ma tion about 
SCD preg nancy.5,13,14,33 Women deserve real is tic sup port as they 
pur sue mean ing ful fam ily-build ing goals. Both struc tural and 
bio log i cal fac tors affect SCD-asso ci ated mater nal mor bid ity and 

Figure 4. The mechanism of accelerated decline in ovarian reserve in women with SCD is not yet established. Many possible 
contributors may be differentially impactful at different ages or with different SCD and treatment exposures. Reproduced with 
permission from Blood.27
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mor tal ity.13,34,35 Complications can have long-term reper cus sions.36  
At cen ters with inte grated, mul ti dis ci plin ary SCD and obstet ric 
exper tise, preg nancy-related mor tal ity in SCD is reduced in both 
high- and low-income set tings.13,34 Our Clinical Case patient, 
how ever, is still not preg nant; per haps the third cycle of IVF will 
result in a live birth.32

The roads not taken by this cou ple high light addi tional dimen-
sions of SCD fer til ity care. This patient could have pur sued unas-
sisted con cep tion. Whether DOR or hydroxy urea use would have 
affected this out come is unknown. More evi dence is needed to 
estab lish infer til ity risks in women with SCD, especially in those 
with long-stand ing hydroxy urea expo sure or iron over load.12 The 
lit er a ture over whelm ingly reports preg nancy out comes rather 
than sys tem at i cally apprais ing infer til ity, includ ing recur rent mis-
car riage in SCD; these are more dif fi cult end points to assess.37 
Possibly, the patient’s DOR and poor COH response are unre-
lated to SCD or SCD treat ment and are instead caused by unmea-
sured patient or part ner fac tors, or the COH approach. Further, 
earlier fer til ity pres er va tion may have improved egg harvest yield 
and made higher-qual ity eggs avail  able for IVF. Young people 
may now ben e fit from this approach.27 Answers to out stand ing 
ques tions about the effects of SCA and SCA ther a pies on ovar ian 
reserve, ovar ian response to COH, egg qual ity, and embryo devel-
op ment will help inform fer til ity care in SCD.21

This cou ple had many repro duc tive choices as they sought 
care in 1 of the fewer than 20 states in the US with at least some 
man dated cov er age for assisted repro duc tive tech nol ogy use; 
most of these states also pro tect the right to abor tion. However, 
the major ity of fam i lies affected by SCD have fewer choices.38 
Around the globe, in high-, mid dle-, and low-income set tings, 
peo ple with SCD lack access to expert SCD care. Early mor tal-
ity and severe SCD mor bid ity are infer til ity risk fac tors inasmuch 
as they may pre clude future repro duc tive oppor tu ni ties. Further, 
many women face phys i cal and social con se quences when they 
expe ri ence infer til ity, pur sue abor tion, or have a child with SCD. 
Despite the pres ence of some times severe clinical con straints, 
work ing to ensure that patients receive com pas sion ate, non co-
er cive, and evi dence-based repro duc tive health care is an obli-
ga tion of high-qual ity SCD care.

This case illus trates the need for early pre con cep tion coun-
sel ing for all  peo ple with SCD and exemplifies the fer til ity chal-
lenges faced by women with SCD and their fam i lies, some of 
whom receive improper test ing or inter pre ta tion of hemo glo-
bin op a thy test ing while oth ers receive no test ing at all . Con-
cerns about hydroxy urea’s effect on this young woman’s ovar ian 
reserve are raised, but the pro tec tive effects of treat ment for 
over a decade are also evi dent. Alloimmunization and hos pi tal i-
za tions for pain are seri ous morbidities to accrue dur ing the pur-
suit of preg nancy.39 There is no crys tal stair for people with SCD 
pur su ing bio log i cal par ent hood, but many keep climbing.40 The 
ques tion is not why people keep try ing but how we can help 
them suc ceed.
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